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(57) Abstract: A compound represented by 
the fonnula (1): (J) [wherein R A represents 
-S(0) p -A, -S-(0) q -B ; or -O-D (wherein p and 
q each independently is 0 10 2; A represents 
optionally substituted linear C M0 alkyl; B and 
D each independently represents an optionally 
substituted ring structure): R 2 represents 
hydrogen, etc.; Xj and X 2 each independently 
represents nitrogen or CH, provided thai 
not both of Xt and X 2 are nitrogen; and the 
structure has a nitrogen-containing, monocyclic 
or bicyclic heteroaryl group adjacent lo ihe carbon atom bonded to ihe amide group] or a pharmaceutical ly acceptable salt of the 
compound. The compound has glucokinasc activity and is useful for diabetes, diabetic nephropathy, diabetic retinopathy, diabetic 
neuropathy, diabetic arteriosclerosis, etc. 
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(57) gift: 

a ( i ) [ & q» % r ,rt , • s ( o ) 

p • A , • S • (O) q-BXtt'O- 
C'^N D?r^U (p&tfqte&&LTO 

ffHC,-Cio7/l'3r/l'g* Bfit; 

<£V>aR«ig, R.liH^, X.&tfX* 
tt* *L^*U4& Lt N 3U* C H ( £ L , X X H * in N .fc fe 

^js^^^> mmm&fflmfc. mmm^w&m, mRm&mm&<tfc 
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m m m 

& m ft m 

» * £ ft 

*f)bn*r1— if (GK) (ATP : D-hexo s e 6-phosphot 
ransferaze, EC2. 7. 1. 1) H MO4t0^V^t- 
WttfD—D (^V*^- if I V) ^73^- ifte, $$f5ScD- 

l^-T&So ^Vn^t-b'RT© 3 ooA+y+t-if (I, I I, I I I) 

^t-1?©^3-^ tjlttSKmlt 8mMt^3SWfejfiL«ffflfciav». fcT, 
lEStM (5mM) ^6>> &»$t±# (10-1 5mM) ©JrtLtS3&fl5fcl#Js&U 

u— t i/T» < t 5 s n&. +^--if m^j-mi^ v 
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ODY2 (maturity-onset diabetes of the 

young) tm*ft%mmzmmR*mm?&mM\z&\,*T#)vz*j-~i?m. 

e n t r ome dial hypothal amu s, VMH) lZffl.MlsT$g%i 

LT, Wri"XmW0»ntt5 >mfH& J *\z&?Ttf)Vn-zimWffl'r 
SW75:^;U3-X?gS^b (5-2 OmM) WJ&LT^ttftSns^^rilf- 
VHM0^;^-XMM^7.xA(C«Ji)i^-^«0^>XU>^i: 

^ - ^ mm\zM^ v hm © ^;i/n - vrnm: &f? o mn \z femfc&iEW&o 
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nms/x\t^mmthx, aura, mmm, to, w&m* mm>mm. m 

*S^BJM^lcMt-^ft^tl«i:bT^ (I I I) 




T-^£n5<fb-er^WO0 0/2 6 2 0 2^m\ZfM^nx^^>o VfrL±U 

«B±^e»^^M^§ 0 £e>£, ±tB^: (i i n \zmmo)it^m(Dmmt, c 
•oviT> ±fewoo 0/2620 2^ig}cfBife^< , st^nz^m? %m 

S (IV) 




CI 



(IV) 

mooo/3 9 11 8^#{cn^$nT^§ 0 ±mt&m (i v) 

-f, #Mfc&#J<hteM±gfr&o ±fS^#I (V) ©ffliikiu Fact 

iC, (IV) #ll^£nfc±ffl»WO0 0/3 9 1 1 8^fg(C«, 
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T'g$n^tlWO0 0/3 9 1 1 8-^£$BK:f3$c$nW5. LfrLK 
actor Xaffi^Jt^-r^feOT^D, Sitffi^Md^^Tt)*®^ 
%t>\Z, ^ (VI) 




TS$n^{^W#^BS6 4 - 2 5 7 6 4^&$gtCP^£trO>£o b/^L& 
^5, Kfc£*Kk ^>X7S. F#te±£- hu&%GLT&Qs 7S/g£W 

TIBS: (vii) 
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Me 




O 



(VII) 

i>K m^m^mt^m^-r^hotLXs wooi/1086 sm&mz 
r^£ftw§^\ s (vi i) k?k3 n&ik&mt, RMc^b^x^wt 

mmmzmz. 

5£ W <D m 7ik 

Efc*«Dft|j&j&t**. 
(1) 5£ (I) 
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C 

N 



(I) 



K*, R l \t, -S (O) p-A> -S- (O) q-BXtt-O-D^U (E 

m^tix^Th^mB(Dc i -c 1 0 7jwasii, br^dis, -en 

MIT, R 10 Tem$tlTV^Tt)J;ViR lz ^L> R 2 fc&MtHC^, AD 
^>H^X«R 10 Tmm$nTViT^J;ViitMX«^te©C 1-C6 7m 

ss^u x x Rr;x 3 tt^n-?nan4LTNXttCH&*u (&£u x 1 ^ 

X 2 «(iNi:/^Ct^W >^(II) 



tD7U (Rax p 7 U R 1 0 TWfcS nwt £ Vi) & ^-r ( E 
£fc£>HT, R 10 ttR 11 X»R 11 TB!ft$nTViTt)«kV^flS7K*S^U R 

jim, AD^xt?, bFD^>S> Si©ci-C67;^;n. 

3Wfc©C3-C9Kfb**ak N-77JWV7$;S, N, N 

-z?77)i*)i7s.y&, 77Wt+>'S, 7^;v^*;i/jj>^s, n- 
7U-;w^^at, 7'j-;^;i/*-;i/S, 7U-;k*;I/*-;p;^>^ 

JWX^E-f;^ 7D-fM, 7 C2-C6 7;V#/-r;l/S> N-C2 

-C67;P*y-f;P75/», Cl-C67MJI/ftS, N-C1-C67;U 
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^r)V7,)Vy7^)V^ N, N-j;- C 1 - C 6 7MM^7 rt-f jvs, c 
l-C6 7MM^7^f-m N-Cl 

-C6T;^;^;vfc;v75y^ ci-c6 7;w>s, ci-c67^ 

3^^M-;HXSC 1 - C 6 7J^75 ;S^b, R 12 H7x-JH, 

^yy;^ t 0 Uv;vs, t:7^-;i/S. trus^-;^, tru^-m if 
^yu;i/», Knijn*, y^if-;i/^ -f^yy^ 

^:;i/*> rh7hFn77-M, e^7yzJH, tf^y>>-;i^ fcfn'Jv 

-jws, ^wjys, -fy^yu;i/», -rv-r>Hu;ps, opjm, x 
fi/>y^>'7xz;i/S, ^^i/>^->7irjn, ^/u;p*, try h 

Dfy^/y-;^ ^>v*-r$^/y;wt, ^y^-y-yy;^ 
7VV)im, ^ > y h u t y u ji^x^m > y 7 ^ - ] t*$n§ 

(2) hubS (1) K&ViT, A0R lo #R 111 ;5tt£R 111 Tfi&£ftWT ! b<fc 

^ryy;ws, -r^yyy^s. **i*-yy;i/g> ^ryy;^, ftvtvv 
)m. ^jL-)vm, Mj:ryy;nk xh^yy;]/*, trusw^ trya^x 

tfy^ryy^s, ^>y-f5^yy;^, ^>y^7yy;i^x«^>yh 
yryy;i/»^t, ^B©R io )i)iR iii xttR lu «$tiTtiTt)c];^ 

truswa, tr^s?-;^ try =^-;i,s, xfi/>wy7x^ 

X^R^^fi^^nTViTfecfcV^TK^a^b, R 2 ©R 10 ^iR 1 1 x XttR 
111 "egm$nT^T'b<J;V^k7K**^L, S (II) ^$ti5AfD7 
'J-JH©R 10 ^R 1I2 XttR 112 l!l^nTWt)j;^miI^b, 

aoa; (id 0ATD7'J-Mmyj;H, -is.?W)V&, -fy^py 
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;\ny>j|f, tKD^i, E«oci-c67;^S, SStfc©*& 
fBC3-c9^7K**, 75;wn, 7'j-;i«, 7U-;i^;tx, 7D-f 
7n+5/S, Eicci-cey^JH, ci-C67MMtl, 

C 1 - C 6 7J^KJ^-;H, C 1 - C 6 7;P3+">*XttC 1 - C 6 7)V 

77^M, 7V-)Vm. 7V-)\s?-tm, 7'J-MJ^;H> 7D<;1/ 
7n+->S, C1-C6 7MW1, Cl-C67)V^r)VX)ly^^)V 
Cl-C6 7MMWr:jH, Cl-C67;l/3^yI, C1-C67 

J^^y^jJl/^zMXiiC 3-C 6->^D7MM+->XT &£jb-&$l, 
(3) huIB (1) fcifewr, AOR 1 ^R 11, XttR u,, Cl!(lSftXWW 

^K<b*3!l«T?*D> BOR l2 *SR 10 TStfe*nTViTfe«kVJ7x=:;^ -f 5 

1 1 3 X«R 1 1 3 lrgJ&£nWTt> «fcV>0Mfc#3fcgT?i& 0 > D©R 12 M 1 °T'I 

i$tix^tfej:^7x-;n, ±7^;i/S> e>jv;vs> x^i/>^^->7 

xr.>SXtt^5 : l/>yt^y7xZJHt* tK D ©R 1 °*JR 1 1 3 X&R 1 1 3 
T*^^nTViTfe &^mt&MM7?$> 0 , R 2 ©R 1 °j&tR 1 1 3 XteR 1 1 3 TB& 

»!R©«aftCa_ 9 Wb***, Cl-C6 7;V3^>S, Cl-C6 7^n^> 

c i - c 6 7^+;^«x«c l - c 6 7;WMji^-;i/g 

T&tK a (I I) ©^7O7U-^S<77R 10 ^R 112 X«R 112 Tgi& 

$nr^T%>J:tiMk7K*a*T?*D> a (ID 0^\7-o7'J-;P»^5 1 7yU 
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3, hU7 j /um *^vu;v«, -fy^u-yu;w 

8, tf^^n;i/», tru>>;m eu^-jm try h^7\/u;>xxte^> 

(4) ftfffB (1) \Z&^T, A<DR 10 WR 113 XtZR 113 T*mm$ftT^Th& 

^ij-Vu;^ f7i/u;i/S, ^7^7Vu;i/S, mjtvu;!' 
*~>:7x-;]/XXtetfu F^yj^ST&D, b©r 10 ^r 113 x«r 113 t 

l/>^^y7x-JHT^ 0 , D©R 1 °*«R 1 1 3 X«R 1 1 3 Tgt!|£:tlWT 
t>J:lriK'fb***T?»t), R 2 ©R 10 ^R 113 X«R 113 lrM^$nTViT t bJ;^ 

ftfc#*arcifct>, r 113 ****®^ ^tf^jm hu ^m-d*? 1 ;^ 

Aoy>If, kHn^/S, EI©C1-C67M;H, UttOttfllCS- 
C9«II> C1-C67J^^->S> ci-C6t;^^>*M-;h, 
C 1 - C 6 7mftSXBC 1 - C 6 7;WW7Jl/*-;i/ST<& 0 » 3&Oj£ 
(I I) OR 10 *?, R 114 X«R 114 T«^$tlTV^T*)cJ:^M'fb7|c^Tra5D> 
R 114 ^7j<^M-?, a^aff^S/;^ h'J7Mo/^m Aoy>Bf, t 
h'n+yl, 7U-;«, 7U-;i/^«, E0OC1-C67WI, CI 
- C 6 7J^;^*S, C 1 - C 6 7;m*~>SXteC 1 - C 6 

(5) MI2 (4) fc&ViT, S (I) ^OR^t-S (O) p-AXtt-S- (O) 

(6) fufB (4) fC^V^T. 3$ (I) ^OR^-O-DTabSfc^fcK 

(7) ^ (I) ^(DX^UX^mzCHXWm (3) |B«©{fc;£*K 

(8) 5£ (I) •fOX^^X^-WMJg^ffeSWfB (3) IB*©^^ 

(9) 5$ (I) ^©X^tfX CHT?*£f&|B (4) ©ffr&*K 

(10) S(I) tox^^X 2 ©^*^*®^**^ (4) BB*©ft;£- 
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(11) MB (1) 7S£ (10) <D^tnft\zf&M<Dik&®&^®}l&ft£T%tf 

(i 2) S6K (i) 75M (i o) <D\,*irnMzmmwk&m&m®j$.fttT%>m 
(i 3) mm (i) 7bm (i o) ©v>-rn^tfBife(Dft^^w«^tT?.^ 
d4) mm (i) ftM do) ©v^n^fB«®^t)^w«^t-r§ffi^ 

mznmizmmr^o 

-f vt^x. s e c tert -t^ps, <>^)V 

-rvT^^a, **^>9\>nk <y^>^;^ i, i-^^yotf 
i-^^;u7>;i/X> 2-*5p;i/7'5p;i^ i, 
^^w*, -fVA+yM, i-^^;^>^;i/», 2-*?;i^>3Mi^ 
3-^5";^>^s> i, i-^/^;i/^;^ i, 2-i>*^)vy^)m, 

2, 2-^^Jl^)m, 1, 3-^^)V^)im, 2, 

i, 2, 2-hu^^7°Dtr;pa, i-2L?-)i<-2-*?-)iy°u¥)i>m^m 

#y;U^>7n:/Dtf;i/a, >^n:/3Ml^ >^o^>^;i^ ^n^s/;)/ 

feisiiu mtf* h*>-x> ih^i/i, 7°a#*>>m, -ryyo^-> 
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i-7x-;vx« 2-7xx;Vx5P;i,^ 1-^-7^ 

mm^nrcm^M^v, m&x>v;i/7s/s> 7x*^75/s^w 
rv7^;wi/7$y*j tit. m-xtt&frzyss&Mxm^ffimr 

©*^0WWB7;^;i'Si? ; e/Mm$n^$aci*b, m&^^x;^ 

2 ©7jc^MW|^^xtWJ:^»t&W37;^;i/aT^gM$nfcS^^5|cL, Mx. 

JIM, -rv^TVyjUk ^ifv*u;^ -fy^u-yy;^ tfUv 5 ;^ t? 
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U5>?-ji^ if^yzjn, *vuji^ -rv=tvy;ps> 
+yu^M, *;*w~)v& ^>jv-)vm. *>x-c*yyv)m* 
<swjy;n, i, 2-^>y^r 

r/\ny>^j ^«7»;*J|?, «BMHK lU&nm a^fUM^ 
yu\*)\fi3)vn^)^ ^fvyn^M^M, 

s e c -7*^)Vtj)\,rt^ t e r t -^I'A^tt-f 6ti 

So 

mwc7)v*)v?*;m tit, mtmm7)v^jvmzxD^/mm^nrc7 

r7^;WP7^ySj £«u 75 7S©7K^HWMiB7^;i/^;^T*y 
S&$n&*£;tBfcU «&fcf^>^;K75/g, 7^x;|/x^;U75/^x« 
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xi$*>z?)vyjL-)V3L : ?)i7s.y&mmtf<bn, Wy)v^-)vmm-x^ 
r77;wp*+->sj tit, m&77)v*)mtmmm*tifii&£isit&& 

r7U-;M-*->*j t»i. 7Km«©7X^ : f&tfrfB7U-;p*T«^Lfca 
x^itftu ^^.«7x^mzm, T7^7.;i/*x;i/S^^tfe)n 
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mx^ym^nrcm^MmL, mx&7 x-;ptui/7 7^ jm. i-y^jiz 
)V7t^ k*7i ~)vz)V7 7^ immtfmf e> c 

■Dim, \f7 3LZL)v^)u/^^)m^mif sn§. 

£&ai*u M^^^;u*;i/^-;i/75ys, xgM]/#;M?-;i/75/g, -f 
^v^s, x^^g, 7Dh°;^«, < y7*DifmsSi&j 

T7;Wl/7;;i,7T : E-r^«J tit, 7,)\s7 7^)V^(DimW.l-1$im7)V 

;wpsw@&£n£S£ic*u mx\tv^)V7s)V7 7^)m, -7x3=- 
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LfcS£;tftU mX^^)lX)Vy j JL^)i7,)i7 j -JIM, -ivy 

^-ji/ST^ysm^nfeS^^L-, mfcfy^;i/x;i^x;i/7$./a> x 
xji/7 5 y 7°p £;i/7ji/*xji/7 ^ / sx&-r y 7°p tf;P7ji/* 

r7;P3^>-^;^-;i/»j ^;^^>-«<D7X*Jl^?rlfif37;wi/ 

7p tf;i/^;u^n;i/S, -T y 7°p k!^^;^n;i/S^t#tf e,n§. 

-f yyntf;pssb<tt^;i/SXttTlss: (vm) 

^^^v Me H 2 H 2 H 2 

H 2 " * ^C^v a Me , / C ^^Me ^ < «/C^v^^.Me 

(VIII) 

L < y 7p tf ji/SXttTI3^; (ix) 
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(IX) 

rm«©C3-C9©^b7K*atJ t&iEMaKSSS©^ &**3 75 
M9©ISWXOT«^©^bjc^S*t3||«jgS^UfeS<£jSft-rs. 
5StK©C 3 - C 9 LTfcJU Sjt1£©l*S$C 3 9 ©&fnMzfc 

RH3U -S (O) p-A, -S (O) q-BM-O-D^t. 
pRtfqfc, ^-n^n^tt 2 ©S^C^-To 

AfcJU R 10 T§t&£nTV>TfccfcV>lS$|©C 1 -C 1 0 T^^S^^T. 

ao rfioci-cio7;i/«j tutu fl*.fc£*3\>wk x^;i,a. 

*fcA©Itt«©C 1 - C 1 0 R 10 ©^t7K**£lit-g-l,T\ 0 

tf5^P7n 5>^D7^;l/S, y^D^>fM, y^OA^yjK 
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<> ^nt!ji/S, -f y^ntfji/S, ->^d^>^;p*> 5> 

jl^p^^S, y\ny>MT, bFp^v^ S$R©C3-C9 

75JWWyl, 7^;wv#;i/fc;pa, n-77MMjw\' 
=E-f;V*. 7U-;i^fi» 7U-;i^*S> n-7U-;i/75/s, 7U-;i^* 
7U-^x;^^;p*, tu^*;^-;^*^ n-tu-;^;1/ 
*^75/s, 7U-;i/x;i/7T ; E-r;i/S> N-ru-;kfr;w^>r;i/£, 7 

P-f;Hk 7D+y'l, C2-C67M;^;H, N-C2-C67M;-f 
;P75yS, Cl-C6 7MmS, N-C1-C67W^77^ 
Jl'S, N, N-y - C 1 - C 6 7^M^7 yt-fJ^ C1-C6 7JW 

X)i7 j —)VM, c i -c 6 7;w^;pjH— n-c i -c 6 7M;w 

Jl/^-;i/7Sy», Cl-C6 7^+yi, Cl-C6 7Jl/3+y*M^ 

SXteC i-C6 7;i/4 s ;P7^y > S^-r. 

A©R 1 0 £ LTfcL R 1 1 'XUR 1 1 1 THifcSnwr £ V>BMfczfC*X## 
£L<> R 118 X«R 113 T«tftSnWT'ba:V^b**S^J:0»SL/^. £ 

R 1X1 «, 7jc^ : ?> am©ci-c67;i/^;i/^ ^^n^-r;^^^ 
* ->S, c 3 - c 9 ft**** 7 5 ; wi/g , 7 u 7 p -r )V 

S> 7n^yl, Cl-C6 7M^ftl« Cl-C67J^^ylXttCl 
-C67^^j^-JPS^D, R 113 &7j<*§M^ Ii©Cl-C67 

SRtt©ffifDC3-C9MaK*S, Cl-C6 7;m+^S> C1-C67 
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n^E-f ;v^^->x^;i/S, yy;^« ^T/x^i/g, vjyyotf;^ 

tKD+yX^JH, ^l^v^^VS, ^l^i^l/X^S, 1, 2 — 
i^ppx^;us> 3-yn^E7°Ptf;^ ^D7*ofcf 
v^ayptvvx^s, ->^a^>^^^«> ->7P7°ptr 
;vx^s, 7x^;kS> ^>i?)im. h'J7;^P^^;i/S, 7xt» 
x^i/^^^g, t7h-f;WfJi/i, j^i^xg 1 ;^, 7°p tf;i/^- 
-rv7°Ptf;i/^^x^;i/S> 2-^ h^>x^;t/^ 2-^h^->- 
i-^^;i/-x^;us, -rvT'pti^^v'x^;!/*, ^ h^s^i^x^/M?- 
x h^v^;i/^x;i/^^;i/S^b< tt2 -^^;ux;v^-;i,x^;i/*x« 
£ (x) 




(5SX) 

$tg$n5»b< > 3\>i/g, x^;«, -fv^ptf;^ 



WO 03/080585 



19 



PCT/JP03/03656 



^d^kwwh, -y^u^y^)v^9-)vm. hvyjv^u^^-jm^L 
<U2-* h^x^jvmx\ts. (X I ) 




S (XI) 

u;w& -f^^vu;^ a-3rU-v/u;Wk ^7 % /u;^ ^t^tvu^s, 

u$y^s, tru^z:;m, tf^/u;^ kou;ia yv 

tr^ui?-;hK, trnu^=;u*, ^sfcu/a, -rv*/u;«. -r 
y-f>HU;uas, <>HU;i/S, x^u>^^y^-jm, 3vu;i/»> tf 

hh'n-fv^yjnm ^>^5^V'JJH, OWD-^iJjU. ^> 

-f5^/u;p», ^+f-vu;i/S, ^ryu^s, ^rvrvvjvm, ^ 
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«tfU H^7V*U;i/S^ckD$f^UK 

j&*8F£U< , R 1 1 3 X«R 1 1 8 T?«jft$nTVJTfe J;Vi«ft****«J; DffSUVi. 
£ CT, R 1 1 1 WR 1 1 3 &MfBCDA©R 1 1 'XteR 1 1 3 tmMmT&Z. 
BtLTii, '^«7x-^S. 2-^7^/U;^ 4-^7VU^S, 5-5^ 
7V*U;H£, 2-^7v7yj;i/Sv 3-tf'Jv;i/S, 4-tf 

u^;u», 2— <5^/u;v«, 2-tfu$vx;i,^ 4-try 5vx;i/», 5 

-tfU$^n;i/», 4-<v=P7yu;uS, 2-**-tfVy»£» 

u;p», 5-*^/UJP», 2-fI-JH> 3-^x-;i/S, 2-7V)Vm* 

3-7'jjn, hU7V-;w-3-<;i'», s-xh^/y;^ 5- (1-* 
T-h^ N /u;i/*> 2, 3-ifi/>my7xz;n, 3, 4-ixV 

>^5/7irM, 2, 3 -;<xl/>iWr->:7x~;l^ 3, 4-^1/ 

XhU7l/U;i^ 5-<>y^7yj;l/», 6-^>7f7yjJH, [1, 
3] 5^7^/a [5, 4-b] fcr»JSW£, 4-^fJV-4H- [1, 2, 4] h 

U7V-;p-3—f;i^i, i-^^-ih— <5^/-;i/-2- r;i/*, 4,. 

5-y^V-4H- [1, 2, 4] h >J 7V-)V- 3 ~f 4-*3\»l'- 
5-hU7;i/^D^5 L ;U-4H- [1, 2, 4] hU7y-;U-3-'T;i/S, 5 
-*5-)V- [1, 2, 4] hU7 > /-;l/-3-f;W», 5-xh5>VU;i/», 4- 

ft, 4-* h+->*^x;M^;V7xx;^ 4-y7/7x-jH, 4-fc 

FD^y7x-JH, 3-iJJV#+y7x-M, 4-hU7^n^Wi 
2-^Wt7x-JH, 3-^»t7x-M, 4-;*3Vl'3 : " 
t7x-JVS, 4-^h^y7xr;H, 3-xh^y^M^7xrjH, 
2-* h+$/*M-;i'7xz;vs, 4-^^XJI/*x;i/7xx;^, 2- (4 
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-ts)Vn^)V) 77W)l&. 2- U-tUVn^-OV^r^y) T-J'/VJIM, 
2- (5-yjy) 77VV)Vm, 2- ?7*/V)V&, 
2- (4-#;M^» 5F-7»/U;i^fi, 2- (4-*;P#*"» ?7W)vm. 
2- ^TVU^-S, 2- (4-X5f;Hf:t) ^77U;u*, 2 

- (5-hj7;m-o*^;w ^jyj;^, 2- (4-* h^*?^) ^7 
i/u;ua, 2- (4-*h*5ob;i^~;w 5f7i/u;vs, 2- (4-^^x 

^7 % /u;ps, 2- (5-*;w*e>r;w ^7^71/u;^ 2- (5 

-^A^E-f ;M-*->) fTyTyjJH, 2- (5-^7/) ^7^7V^J)V 
36, 2- (5-kh*D+y) ?7i?7*/ V)V&, 2- (5 5^7 v 

7^/u;i/S, 2- ^7i?7\/u;ps, 2- (5-/^^) 3 1 

7P7VV)l>m, 2- (5-h'J7;^n^^;0 ^7v7yj;* 2- (5 
-tb^z/tf-Ad m?TVV)V&* 2- (5-* h^->#;ufc;i/) ?7y 
7*/V)V&* 2- (5-^^x;^-;i/) ^7^77U;PS, 5- (3-#;|/ 
^7^7^U;^ 5- ^75?77U;PS, 

5- (3-^;v;\^-r;i/) 5P7v7yu;i/X, 5- (3- MJ7;M-d*9\>W 

^7^7VU;V*. 5- {3 fT^yjJH, 5- (3-^h 
^^WW 5F7v?7l/U;PS, 5- (3-* h^'>*;^-;P) J-7V7W 
5- O-jWI^M^W f7y7^'JM, 2- ( 5 -^I/A^-f 

hU7Vv;vg, 2- (5—>7/) hU7Vu;^ 2- (5-t 
Ka^soww hU7yu^S. 2- (5-#;w^» hU7*/u;p«, 2 

- (5-hU7;^D^^;u) hU7yu;i/S> 2- (5-^^;^^-) hU7 
vu;«> 2- (5-*b*ss*?)V) bV7W)vm* 2- (5-*i^># 
)W=:)V) bwrwju&s 2- (5-*?)\,z)v*-)V) bV7W)m. 2 

- (z-tDvn^M trumps, 2- (3-*;w^-r;i/^+s/) tfu^v 

2- (4-y77) fcTUSWK* 2- (5-tHP*'» IfiJyJH, 2- 

(4-*;i/#*2/) eus?;m, 2- (5-hU7;^D^?;i/) truant* 
2- (4-^^;^*) truswak 2- (5-^h^e» trusts, 2- (5 

2- (6-*;wA^E-f;w trussJ-JHk 2- (s-^w^-Okt*^) tr 
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U55>=JVS, 2- (5-y7/) t°U5v^;i/S> 2- (5-kFD^» tf 

us^-;i/S> 2- (s-^i^vO tf U 5 yz;n, 2- (s-bu^;^ 
d^^;W tf u 5 v - 2- (5-x^;!/^^^;W tf u ^ y^jH, 2 

- (5-*h*-» t!U5i?-;^ 2- tfU^v 

2- (5-*3Ml^;i/#;:i;W tfU5^n;^ 2- (4 
?7W)V& 2- (5-;&;wx^;i^*5oWW ^7VU;^ 
2- ^7 % /u;v*> 2- (s-^h^v^jufc;^?^ 

^7^/U;VS> 3- ( 5 -3trfr#*>'.?WW -1, 2, 4-hU7V-;l'-3 

— r;i/S, b-^)vn^)v^i/^j-)v-i, 2, 4-hU7\/-;w-3— r 
5-* h*->#;u#:i;M3^i'- 1, 2, 4- MJ7V-;i'-2 — 

5-y7//^-l, 2, 4-bU7y-;l/-2--r;^, 5 -;*3\>lvUl/7fr 

^loww-i, 2, 4- hU7 > /-;w-2—r;i/S, s-^^^^r^ 
s *7-)l-l, 2, 4- hU77-;i/-2-^;i/»> 2- (5-*;i/#^^5=-;W 

?7y7^Um 2- (5-#;i//1^;i^*^pWI/) ^7^7^U;P*, 
2- (5-^7/^^) ^7^7l/U;PS, 2- <5-*h*5/#;M*~;M 

^75?7 % /u;us, 2- (s-pwi^wwm^) m?7W)V 
mxu2- (5-^^;i/x;i/7 7-;M^;w ^Ts^v^paarcasnas 

#W£l<<, 7x-J«. 2-^7 % /U;p», 2 -9-7 i?T 2-tfU 
5?;hS, 2-tfU5^-;^ 4-tfU5^n;i/* v 5 - tf u 5 3- 

hU7 , /U;i/S, 5-fh7y'J;«, 2, 3-/fl/>^y7xZJH > 
4-^fl/>Wy7x-M > [1, 3] ^7*/D [5, 4-b] tTUSW 
4-^^-4H- [1. 2, 4] MJ7!/-;i'-3-<;Pak 

- lH—i 2—1 4, 5-^^-4H- [1, 2, 4] 
hU 77-^-3— f;PjS, 4-^^;l/- 5- hU7;i/*D*3MI,-4H- [1, 
2, 4] hU7V-;u-3-r;P*, [1, 2, 4] hU7^-;P- 
3 — f^S, 4-y7/7x-Jl/S, 4 - h U 7;^n^^7xn;WS, 2- 
^?Wt7x-;H. 3-^W4-7x^S, 4-^?^t7x-M, 
4-^h+y7x-;m, 2-^h*y*;V»7x-;H ) 4-^h^^ 
J^r;i//fJ|/7x-JH, 4-^fJ^M-;i/7x^H, 2- (5-tF 
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2- (4-^ Y3r~y*^)l) 5P7VU;i^> 2- (5-^7/) ^7-J7VV)V 

2- ^Tl/'J;^ 2- (5-^ h^Fv^7;i/^-;i/) 

^T^UJUS, 2- (5-hHn+y) ^7^71/UJKS. 2- (5-MJ7;i, 

^-a^^i/) ^y^rv'u^s, 2- <5-* h^v^^;i/) 3^7 vWj;^ 

2- (5 - * h*i/l))lts~)V*?)V) ^7P7VV)m. 5- (3-hh'D + 

5/;ww ?7^7yu;u*> 5- o-m^m-p*^) ?7i?7WJ\' 

S> 5- (3-;* h^rz/^M ^7V7V^))Vm, 5- (3-*h*v#;l^ 
^7^7VU;^ 2- (5-y7;/fJW ^T^Tl/LUI^ 2- (5 

-^;i^jp*~;m^;u) ^jyjyjm 2- (5-^f;w^7r^ 

pWW ^7^7^U;US, 2- (5-v7/) bU7yj;US> 2- (5-h 
Kp^v^^JI/) hU7VUJl/S> 2- (5- h'J7;^P^5 1 ;W MJ7VU 

2- (5-^h^v^^;P) hU7v*u;i/S> 2- (5-^h^v*;i/^ 
=JW hUTVLUi/g. 2- (5-^ hjtVu;^ 

2- (5—>77pW!/) hU7 % /U;i/», 2- ( 5 

MJ7Vu;Wk 2- (5-*?^x^7 7-;M5F-;i/) h'^/u^x, 2- 
(4-yyy) tf u 2- (5-hFo+-» tfu$?;u2k 2- (5-h 

U7Ma^^) -tfU^PX, 2- t!Ui^S> 2- (5 

-^^>#;i^-;i<) trusws, 2-.(5—>7y) tfus^^g, 2- 
(5-tKP^-» trusy-M, 2- (5-hU7;^P^^;w tr a 5 ^ 

D©R 12 tim 7irjn, ^y^jvm, tiusws, x^i/^v^^ 

7 x ~)VmX \t ^ 5^ 1/ > ~> 7 x - £ b < , R 1 0 £ tl W T 
fej;7xrm tfU>?;l/S> /fI/>yt+y7i-;HXttx^l/>vt+ 
~> 7 x z;H!ftt J: 0 » S L Vs. 



WO 03/080585 



24 



PCT/JP03/03656 



R^aTK&JK^F* ADy>M J PX»R 10 TlHftSnTViT'b«fcViC 1-C 6 7 
R 2 ©R 10 ilTH R lll XttR lll T?Klft*nWT'b«kVi 
ftflaK****!?* L < , R 1 1 3 X«R 1 1 3 TB$£nWTfe£l>m7ki!tX^cfc 

fcx, Dinn «kt)^#wfctt, w^«7i=m, i—ry^)vm, 

2- ^y^-)Vm> 3-kfUS^S, 4-t°Uv;i/S, 3, 4- 
Xfl/>^'>7x-jH, 2, 3-X5 1 l/>yt^y7x-;H, 2, 3- 
^fk>W^>7xXJVS, 3, 4-^fl/>Wv7x-M, 4-hU 
)V& 3-*Jl//tt'fJV7xXJVi, 4-*;i/A ; E<;P^v7x-;UX, 4- 

#;M^->7x-;i/X> 2->'7/7x-;vs > 4- h'J7;i/^n^7-;i/7x- 

4-^nD7x-M, 2-7MD7x-J«, 2, 4-77MD7 
x-JH. 3-7a : E7xZM, 4-hFD^>7irjH > 4-j*3\)l^:fr 
7x-JH, 2 -7MU- 4 - /f Jl'XJl/*XJl/7iX;H > 2-^h^>— 
4-7MD7XXM, 2-^f+y7x"JH, 3-^h^y7xXJH« 
4-^h^^Mx;V7i-JH> 2-*^)l7,)lft-)U7^-)m. 4-7 
)V^U-2 -7^;i/7;V*n;i/7x-;i/S, 3 -^fMJV*-;i/7xXjH < 

4- ^5 L ;i'7>;^~;P7x^.;i/S, 2- (4-*M^;w tfue^S, 3- 
(5- h'j7;^n/^;i/) t°Uv;u», 3- (6 h^v^;^-;u) tfu 

z?)m. 3-ijM+y7xrjH, 3 - ^Jl/AHM*y/fJl/7xrjVi, 

5- kHD^Wx-M, 4-^77^^7x-JUS, 4-75^1^ 
t^^7x~M, 3-79 1 ;P7;^x:;i/^^7x-;l'S, 3~7h^># 
jP^'jWf;i/7xzjl/S < 2- (5-#;l^$/) if'JyM, 3- (5--> 
777?^) trusts, 2- (b-^)^-t) eus?;^ 2- (4-7 h 

=^>73^W fcfU-7;WSXfc£3- (S^^l^l/*-^) tfU vJUS#T« 

e,n-i.s*w*L<, &mty i-jh, 2-t°u^;i/«> 4-tf>7;i/S, 2, 

3- ^fl/>7t+->7x-jH, 3, 4-^5 L k>W'>7x-J[,S > 4- 
hU;i/S, 2-y7;7xXJH, 4-hU7MD^?Jl/7xXJI/S, 4-7 
007I-JH, 2-7;^P7x-«, 2, 4-77M0 7X-JH, 4 
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x-;i/S. 3- (5- hU7;v^-D^^;W tfu^;i/S> 3- 
)Vy^zi)m. 3-^^7>Mr.;i/7x-;H > 2- (4-^ h^/t^JV) 

£ (i i) 




(II) 

±123; (ii) of l©x w©^fo7 u -;vst bxa> 0y*fc£2-?- 

7VV)IM. 4-^-7VV)m, 2-^5^7UiH, 3— TV ^7 ^/U«, 
1, 2, 4-?7^7y-Jl/-3-fJl/l > 1, 2, 4-^7^7y-;U-5- 

-ous, i, 3, 4-3-t*J7^-)v-2-- ovm. 2-hU7\/u;i^ 2- 
3— rv^/u^s. t!^v^;i/*, 2-tfuv;i/», 2- 

lfU5^-;i/», 3-tf'JH-[3, 2-d] [1, 3] ^7^-;i/-2— r;p 

*x«2 -^>y^7yu;i-sw^sLVi 0 

±iB5£ (II) OR 10 i:UTH R 1 12 XliR 1 1 z Tf ^tLT^Tt) 

)v*)v&. 7U-;Hk 7U-;i'5M-g, 7U-;w7>^fc;i'*, jd^jh, 

7n^->S, itiiOC l-C6 7jWH, 0 1- 0 6 7^1/^1, CI- 
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C6 7MM;V7^^H, Cl-C6 7JI/^XJVfc;H, C1-C67 
^^*yl> C 1 - C 6 7;^+^;|/#-JHxttC 3-C6yi/D7W 
**^S^W£ti, R 114 £LTfct 0g*.«7k&IBB\ h 

M©C 1-C6 7MJH, C1-C6 7MJWS, Cl-C67;i/ 

u^>sx«c i -c 6 7JV3+>'*M-jHf^itf6n5o 
fcT, (i i) tLT\*. x.vmwzit, mm2-^7W)vm, 2 
(s.¥W)m, 3— rv^77u;» 1, 3, 4-^7^77-^-2- 

■i)Vm. 1, 2, 4-^7^7V-)V- 5—i 2-^r^VV)m, <iV 
3 2-lf7^JH, 2-tfUSvX 

;ps, 2-^>v?7yu;u^ 2- (4-*;wt*-r;w ^7v*u;i^ 2- 
(4-*;w^-r;p^^) ^7V*u;i^ 2- (5-^7/) ^7VU;^ 
2- (4-kKn^?;w ?7Y*U;PS> 2- 5=- 
7V*U;i-S, 2- U-^M^v) ^7yj«> 2- (5-7*n*) ^7V* 

vjvm. 2- (5-^dd) ^7yu;Hh 2- (5-^od-4-^^;w 

7V'J;Wk 4- (l-^h^X^W -^7^-2-^fm 2- (4 
-^h^v^^W ^7 % /UJUS, 2- (4-h'j7Mn^jW ^7V*U;P 

2- (4— f y^nww ^7 v /u;us, 2- u-pww ^7*/u;i^ 

4- (l-kKD^X^) -^77-^- 2— Vm, 2- (4-X^;U5=- 

#) ^r^vjvm, 2- (5-hU7;^p^^;W =f7i/u;i^ 2- u- 
^7^u;i/S, 2- (4-^h*s/*;v#n;w ^7*/u;i/g> 
2- (4-*3\>io*;Mnx;w ■ ^rvyjidk 4- (4-^-4H- [i, 
2, 4] hU7i/— 2—r;i/-x;u7 7— >v*^)V) -^7V-)v- 2 — r 

jm, 4- (5-^jl/-4H- [1, 2, 4] -hV7V-)V-2->()V-Z 

;P7 7-iM^) -?77-;i/-2--fM, 2- (5-#;w\*^-f;w — 3=- 
7v7i/u;i/S> 2- (5-#;w\^;m-*v0 ^7S>7*/U;n^ 2- (5 

— >7V) ^7v7\/U;Pg, 2- (5-hFn*SoWW 5F7v7V*U>«, 
2- <5-#;M^;» ^7^7yu;WK, 2- ^7S>7VU;i> 

S> 2- (5-^^;i/^) ^7^7Vu;^> 2- (5-hij7;u^p^^;i/) 
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<?7*J7)/V)V& 2- (5-*Mr$/;WW ?7*J7WJm. 2- (5- 
;* b^>#;pfc;K> ^T^TVU^*, 2- ( 5 - f7v 
7V/U;V^ 5- (3-^;V/^^v) ^7y77UM, 5- (3-kFO^> 

^t^ti/u;^ 5- {z-ti)vn^)V) ?7i?7W)vm, 5- 

(3- HJ^l/^OpWl/) ^7^7l/U;i/S> 5- (3-^^^) ^75> 
7l/U;Wt 5- <3-*h*5oWW ^7v7yj;l/S, 5- (3-^b^ 
v-#;i^~;v) 5 i 7> J 7VU;i/«, 5- (3 -/3^x;Mw;» ^7^71/U 

2- (4-*;wt ; E-r;i/) tfuswa* 2- u-^wt^r;^*^) 

tfUv 5 ;^ 2- (5-v7/) t°Uv;VS> 2- (5-kFD^?JW If 

us>;Wk 2- (4-#;w#^» tfU^;i/», 2- trusts* 
2- (4-x^;i/^) eyswa, 2- (5-hU7;^D^^;i/) truv;v 

£, 2- (4-*h*v0 tf'J^m 2- (4-*h*$oWW tf'J^S, 
2- (4-;* h*ri/J])Vtf~)V) fcfU^l/g. 2- (4 -^l^Ul/*-^) tf 
UvWS, 3-tTUF- [3, 2-d] [1, 3] 5>7V-)V-2— i JVM. 2 

- (5-*;w\ ,; &-r;w ^7^71/u^S, 2- (5-#;w\*^;i/:**^) j- 

7V7VV)Vm* 2- (5-^7/) ^7^7l/U;^ 4- (6 -#JW\^ 

;W bfU5v-;wS, 4- (5-^;i/;w;i/^v) tfU$v-;i/S. 4- (6 
-5/7/) -tfu^v 5 -;^ 4- (6-kFn*soi3\>w ) -truss?-^ 
S> 4- (s-*;p#4r^> -tfU$v~;i/^ 4- (5- h'j7;i/^-D/5 1 ;i/) 
-tfu^^n;^ 4- (5-x^)V9-^r^)V) -tf'J5^-;i/K, 4- (5 
-^h^soww - tf u 5 - 4- -try 
5yr;n, 4- (5-^^;i/^;p*n;v) -t!U5 5?=;PS, 2- 
u*3\>w g^TVU-JWfc 2- (s-^h^s/^^jm^w ?7W)\&* 

2- (4-*;i/^^v;i/^^;i/^5 i ;i/) ^7 % /u;u*, 2- (s-^i/rn^-r 

)Vtt ; y*^)V) ^7l/U;PS» 3- (5-* h*~>;<3MlO hU7l/U;l^ 

3- (5-^ h+^ji/fc;!/^^) HU7Vu;^ 5-^^;i/x;^n;i/ 

3, 4-^7^77^-2-^^ S-^^l^^^-l. 
3, 4-^7^7y-;i/-2-^;PS, 5-#;H«*5oi^j|/-i, 3, 4-5> : - 
7> ^ 7y-;^-2— Vm. B-fUVn^M^t'DV- 1, 3, 4-^7 
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?7V—ft-2-'()V&, 5-1/7/ ft- 1, 3, 4— ?7V7V—ft-2 

—f;ws» 5 b^s/^;i/fc;i/^^;w- 1, 3, 4-^7^71/— jp- 2- 

3, 4-5 : 7y7l/-;l/-2-fJHXtt 
5-/Y^y^ft-l, 3, 4-?7S>7y-jV-2-i';i^l?S£n3X 

w*l<, 2-^7Vu;i/«, 3— f y^77u;pfi> 1, 3, 4-^7^7 
*s-)v- 2 —urn* 1, 2, 4-?7y7 i /-;v- 5— r 
& 2- u-^w^^;^*^) ?7yu;i/S> 2- (5-^7/) 5^7 y 
u;u«, 2- (s-tFo+soWW ^7yu;^ 2- (4-^j;i/^^» 
?7yu;ps> 2- 9-7WJI&, 2- (s-vyyMu*? 

ft) ?7VV)V& 2- (4-/h^y/^ft) ^7W)Vm. 2- (4-*h 
* 9 s1ifttfz.nd ^7VVftM> 2- U-*9-ft7>ft*~ft) 9-7 x JV)V& 
2- (5-z/7/) ^7V7VV)m, 2- (5-*?)Vtt) 9W7Wft 
2- (S-*h*i/%fttf~ft) f7y7yU;H, 2- ( 5 -/^ftTsft 
*-ft) f7S?7yUJH. 5- (3-bKP*5/*^;W ^7v7y>J;i^ 
5- (3-*h*5/;WW ?7?7*/V AS, 5- (3-^ 
^7v7yu;i/S, 2- u-^wtt^M-*^) trusts. 2- (5-^ 

7/) MW)V& 2- trU^AS, 2- (5-7*P 

tru^PS, 2- (s-hj^m-p^ww tfUv 5 ;^ 2- (4-*h 
ifuswak 2- (4-* h=^>*?\>» trusts, 2- (4-;*Mr 

i/i3)V#~)V) If'JyJH, 3-eUF- [3, 2-d] [1, 3] ?7V-)V 
-2—tftMs 4- (6-y77) t°U5v-;P«> 4- 

ft) ¥V=a?~ftm> 4- (5-hU7;^p^^;i/) fcTU5^n;W£, 4- (5 

-/b^ri//^ft) lfU55?=i;VsK, 2- 5P7y<J;VS, 

2- (s-^h+yAM-MfjW ^7yu;i/S, 5-pwi/x;i^-;m 

3MI/-1, 3, 4-?7S?7V*-;W- 2— f AS, 5 -^^JU^^^U- 1 , 
3, 4-f7y7^V-2-' ift&X\*5-* h*z/% ft#-ft/^ft- 1 , 

3 , 4 -mrrv-ft- 2 —i ftmm-vm2nz>£&& 

R 2 tt*SS JS^, AQ^ >0^X « R 1 0 Snwrfe«fclr>Cl-C67 
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^ (I) (XII) 



(XII) 

X 2 C H T? %> £ * b < , X 1 R X 2 j&t i t C H T & 5 J; 0 Jf 

SbK 

R 1 ^ -S- (O) p-A, -S (O) q-BXIi-O-D^if. 
EtlS©^ -S (O) p-BX«-0-D^§Ct«ll\ 

r 2 &, Any>® : ?xttR 10 "rgiftsnTViT i b«fcViC 1 _ 10 7;u 

ymm^-Cfr Z> C £ a* J: D ff * b V>. 
R^C^io/^HiLTH C 1-C6 7JW1/W^U^ 

*mWlZ&2>& (I) T?3J$n«^>X75 KR»#£bT«, 0S&tf2-7 
5;-4-7Mn-5- (1 -*3\H/- lH—f $^/-JP-2-f;i/-^JP 
7 7^-N-5 1 7 > ;-;p-2-^;W ^>X75 h\ 2-75/-4-7M 

□ -5- (i ih— f5^y-;w-2—r;w-^;v>'T-;w -n- 
(4-^^-^7 v /-;i/-2— r;w ^>X75h\ 2-757-5- (1 - 

*?)V-lH.—15.#y-)V-2-'()V-Z)l>yT~)V) -N- (4-/WFP 
*^^-f77-JI'-2-'f;W ^>X75b\ 2 -75/- 5- (1H- 
-f5^/-;V-2-'f^-7Jl'77-Jl/) — n— (4-;whd+^^-^ 
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7V-JV-2--i)V) ^>X75F, 2-7$y-5-/^;i/77-;HN 

-fyyn [5, 4-b] tru^>-2— - r;u-^>X75 f\ 2-757-5 

- (4-73MV-4H- [1, 2, 4] F U 77*-;i/- 3 — f )V-7,)iy 7~)V) 

- N— <4-*3\>P-3 1 7\/--;P-2-'f;W ^>X75F\ 2-757-5- 

(4H- [i, 2, 4] KU7 > /-;i/-3— r;u-x;P7 7n;u) -n- (4- 

^f;V-f7/-JV-2-' f;W ^>X75 F\ 2-75 7-5- (5-75FJU 
-4H- [1, 2, 4] hV7V~)V-3-'()V-X)lsy7-)V) — N— [4- 

( i -7^;i/- 1 h-' r $w-)V- 2 — r;u-x;i/7 7n;M^;w -^71/ 

-)V-2—i)V] ^>X75F\ 2 -75 7 -4-7;^ 5 - (4-*3\JP 

-4H- [i, 2, 4] hU7i/-;i/-3—r;i/-x^7 7n;i/) — N— (4- 
*5')V-9'7 x S—)V-2-' <)V) ^>X75 F, 2 -75 7 - 4 -7;M*d- 5 

- (4, 5-v7^-4H- [1, 2, 4] h 'J TV-)\>- 3 -~f ;V-X;U7 

— N— (4-7^;W-5 1 7\/-;i/-2— f;W ^>X75F\ 2-75 
7-5- (2, 5-v7^-2H- [1, 2, 4] h U 7V~)l>- 3 — OP- 
y)Vyy~)V) -N- (4-7^;i/-^7 % 7-^-2— i)V) ^>X75F\ 2 
-7$/-4-7MD-5- (4-7^;i/-4H- [1, 2, 4] FU77- 
;i/-3--f;i/-7JI/77-iW -N- (4-t ^U^y^)V-^7"/—)V- 2 
-<<)V) ^>X75 F, 2-757-5- (4-^-4H- [1, 2, 4] 

hU7\/-;i/-3—r;p-x;i/7 7^) -n- (2 -7^-^71/-^- 4 

— ^>X75 F, 2-757-5- (4-^-4H- [1. 2, 4] 

hU7 % /-;i/-3-' f jv-x;w77-;w -n- (4-^h^^-?7y 

-JI/-2-' f;V) ^>X75F% 2-757-5- (4, 5-y^^-4H- 

[l, 2, 4] hU7i/-;p-3— f;p-x;W7r-jw -n- (2-7^- 

4-1^10 ^>X75 F, 2-75 7-4-7;i/^-a- 5- (4- 
7^;P-4H- [1, 2, 4] FU77-JP-3— f;P-7;i/7 7-;l/) -N- 

(2-7^;i/-5 1 7 x 7-;V-4— OV) ^>X75 F\ 2-757-5- (1- 
75f;l/- 1H-- f 5^/-;P-2— OH^7 7-JW -n- (4-73^1/- 
^77*-;!/- 2 — r;W ^>X75F\ 2-75 7-5- (4-^-4H- 

[1, 2, 4] MJ7lA-;i/-3 — t)V-7>)),yr~)V) -N-^77o [5, 
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4- b] trUv 5 >-2— ()V-^>X7$ H, 2-757-5- (1-73^- 
1H — (S.yj-)V-2-^)V-7,)V7T~)V) -N-fT^O [5, 4-b] 

try>*>-2— r;v-^>X75 h\ 2-75;-4-7Md-5- (4-7 

^;l/-4H- [1, 2, 4] h^7'/-)V-3—i)l-X)Vyy~)l) 

7 % /D [5, 4-b] tfU> ? >-2— OV-^>X75 h% 2-757-5- (4, 

5- ^?;v-4H- [i, 2, 4] hU7y-;i'-3-<;i'-7.;i'7 7-;i') 

-N- (4-^ h^v7^-^7y-->ll/-2— ^>X75F> 2-75 
7-4-7;i/^"0-5- (4, 5-^fJl/-4H- [1, 2, 4] MJ7V- 

;i/-3—f;u-x;P7 7n;p) -n- (4-7 h+v-79 L ;i^-^7y-;i/-2- 

-f;i/) ^>X75b\ 2-75;-4-7JVtn-5- (4, 5-^73^-4 
H- [1, 2, 4] .HJTV-;!/- 3— OV-7,)V7 7~)V) — N— (4-7 h 
^->7^-^7y-;i/-2—1';i/) ^>X75F, 2-757-5- (^7V 
-^-2-^fJl/-7Jl/7 7^) -N— (4-^h^^^-f7 l /-;H2 
—f;U) ^>X75h\ 2-75/-5-7x/^>-N- (4-7h^->7^ 
9-7'/-)V-2—()V) ^>X75h\ 2-757-5-7x7^v-N- 
[4- (4-7^;U-4H- [1, 2, 4] h U 7"/~)V- 2 — f ^-X^7 r 
-)V*3-)V) -f77-Jl/-2-f;H ^>X75h\ 2-757-5- (4- 
7Mo-2-^^;i/*-;V-7x/^7) -N- (4-7^-^7V- 
;i/-2-' OV) ^>X75b\ 2-757-5- (2 -75^7JV*~;i/-:7x 
7*v) — N— (2-7^;i/-5 1 7V > -;P-4— 1)1) ^>X75HX«2-7 
57- 3-7i/^>- 5- (2-7^7>;l/*-;i'-7x7^^) — N— (4 
-^)l-^7V-)V- 2 -^;[/) ^>X75 £n#o 
#^1::«^>X75 Ff§S#:te, I^I^fF^nSi&tLT* 

mmmmmthx\t, 7^«mm^ mtymnm. b? 

Sfi^oilii ; 7 * >x;i/*>mm, h u 7;u^p 7 * >7Jl^>mi£. X 
^>x;i/*>i^m^©fS^7;^;i/x;i/^>^ ; ^>v>x)i*>mm., p - 
h;ux>7N;i/7fN>m^©7U-;ux;^>m^; 7?;«i, u)\?m^ 7 
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x>&&, i5Si, ->a9»fi, 7W>«ot«fi;WJ^S> 

*Bw\zmz>4t&mt, -f >x u >tm®mwm (iddm, insulin 

dependent diabetes mellitus) >X U 
^feMWiM (NIDDM, non- insulin dependent di 
abetes mellitus) OE%Z<D$^70^mmz%fefo»lffiT?& 
-5>o 

-f >XU>&?¥tt*t£*! (IDDM, insulin depende 
nt diabetes mellitus) te, >X U >#$H&T 

z.k.\z&.v%m.\zwo> &hizmA&fi£.7?$>&tmxiE>tiTuz>. mm-i 

>XU>ft#ttttPS3Stt, J C-0*E9fcJ:t), I Sit I IM£V>5#»&t|gi«$n 
W3„ 
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» * b < «fl*tfKT©>6f8cfc: £ o Silts z. tw-c&z. 




(5) (1-1) 



(II) Tg|2ft3R 10 T»&£ftTVrct>J;Migl©, Xl«©Ar07'J 

-;ps**rr«7^/{b'&»xtt"t-©4St* J E^$-&T> i\&m (3) £»-r 

&mm$:M, AW, 1 9 8 3^ n>7'UA>^ tyy^sTs 
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(Comprehensive Organic Synthes i s) , $6 
P e r g amo n Press *t 199 1$, ^) , ^nizmCtcJjfeX 

N, N-^S^D^>;l/#;^7M$ b\ l-^)V~2-y'U^]dU^^J 
A7-f*-^h\ N, N' -tJ)btf=L)W($W-)V* ; y73L-)\,7*X7* 
'J^DUH, v7xX;i/7*77;tlUU7vb\ N, N' 

#;M^-K n, n' — 77y-7x==7;k**if7-K i-x^;u-3- 
(3-^*?;u7$y7°ntf;io *M^5HSii, ^DD^x^k ^7 

757) 7*77t- t )AA^7MD7^X7i-f hfW^n, 4>T*fe 
77*- 1 HJ7 (-7^^75 7) 7tX7*-7AAW 

>. N-;WHMU$>>» N, N-y/^V7X'J>, 1, 8 771f lf'77 
□ [5. 4. 0] 7>-r*-7-X> (DBU) , 1, 5~71ftf^^O [4. 
3. 0] 5-x> (DBN) *®*3g^fl^75>;^&tfK»J5?>, 

4 -7*5^7 5/ fcfU-77, k°3U>, ;H^77, *7 U>XfcH73V U> 
^©^«7 5 7^Ptf 6 tu +T?fe09*«» 3 M«7 5 b < , 

#fc09*.Kr h U x^;i/75 >X«N, N-7-f 77°D tf;i/X^75 >W£?j1 

ft*, N-tHD^y7^yW5 K, N-hFD=t : y-5-yMM>-2, 
3-i?%)V#3rzs"i5. KXtt3-kHD+y-3, 4— 7k: Kn- 4-^7- 
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m^*>nz>?^/tt,%m (2) ffli^n^^wiioti^© 

H^bT, 1 7bm 5 0 b < Ji 1 7?>S 5 ^ftT*-§>, 

^DP3j?M. 1, hU^ODX^X N, N-5>jWP 

>-fc?>, Zr-sVy, h)VJL>. 1, fh7kFP77X 

«giTfflVi6ns*^ 7$i«»iaai, J6&ttK)aitt, -axw^n^ 
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7°7. -f> xh-#-y# -»t->X (Protect ive Groups 
in Organic Synthesis), T. W. Gree n#> ^2 IS, 
John Wi ley&Sonst, 1 9 9 1 ^> , -etlfcJPDfc^Xfi 

d<2J; 5 tCbT#e.n^.{t:-&tl ( 3) fck ^OO^mit^g:, 011*. MIS, M 

(Xg2) *XStt, ±tBX@lT#e>nfc75 Nfc£tf (3) <hte£#l (4) 
££^Jft£it-3Cl£KcbDfl^3 (5) Silt^^tifeS. 

ih^m (4) <hLT«, ^^L,<«7xy-;^##:x«5 : -^-;^S^W^ 

%>oc&m (4) m^znzik&%immmomm^<Dm<DKjfo0kmz& 

Q&kZifi* Mfty^/Wmfo (3) l^Mt^UT, 2 7iM5 0^», «PSL 
<tt275S 5 SSTifeS. ZtlZmMt LTtes mtfhU^WSX 

>> N-.jWHf □ »)>>>, N-*^;H£"*US>>, N, N-^^7^'JX 
1, 8->?71fHv^D [5. 4. 0] *7>x#-7-X> (DBU) , 1, 5 
-7*fM*/0U [4. 3. 0] S±- 5-X> (DBN) «0fi3»]IgJ»»§7S 
>;«*.tfKU5?>, 4->^?\>k7$ytfU^>, tfn'JX 3V 

u >x«-r v*/ u >^<d^«75 > ; fy^wr^jR* u oa, &m:r- h u ^ a, 

0!IA«#U£A- t e r t-^^-K j- b U >7Ax^- hXfci^ h U »7A 

h^©7;k& u^M7;u=i^v f ; mfc&kgSHb* u ?a, zK^b^ h 

U ^A^®7M U ^JgzXmfb^ ; U «7 A#®7;i/# U 

^W£>:ft, 3 WJ»^7$ >, 7;l/# U £**3WM&X«:7 
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nax^x hU^aax^>> N, N-^^WM75 h\ N, N-v* 
(I@3) #Igte|fc^tl (5) ^tgUT, (1-1) 

*m3ktz>j5®nz$>z> 0 ifxn\z^xm^^n^m7tR^\t. mm%\zm$n<D 
^^ffliieti^c *xmz&^Tm^zn%mKKfctLTte, ^mz\t, 
mx\t (i) 7jc^, mm. «7>^:^a, hK^> ? >7icfn#j<tA°^> ? ^A, 
x^^i^ii^gMi^, (2) mm, mk7>*~v2±t$k* 
(3) ;~)Vhmt?,x?tm^m7tmmifimft>*iz> a 

mm^vmoKfcs&mz&vmtz&tf, {t&w (5) imm\z-MLxm^mm 

;kx-T-Jk tert-^JWfJU-jJK rh5t Kn77>f ©I- 
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t e r t— ^JVy 7 x - Jk> U ;H^©ffiS7;^Jk> 'J ;H, fllAtf* 
^^;i/*s 2-^h^yih^y^5 1 Mi©ii7JI/34 i y^5 : m 05*. 

75yS©MItl/T51 MAttO^m. p--f>D^>-7JHf©7 
t e r t— yF^yAM-JH^OfilTJ^^yAi^-jH, . 

SW3k t e r t— 7h*F-z/2jJfUtf—)V& *>?)Vtt^%JUtf~)WGifi& 
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7)V3r)v&mifimit>n, z\nt><D?%, mztj-jm. x^;ws> tert— 
wen, cne©5^, v*^)v>r?-)vm, 1, 3-^V7WJ; 

^=¥lyyy&, 1, 3-v^V^>S, 1, 3-^T>S> 1, 3-^:* 
Dff* LI*. 

C0«k3lcUT#&n<Mt£* (i-i) tt, iMno^l^S, fDxM 

*%m\zm%i\&mxh% d-i) TBBflDiafci^TtiKa-r 
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±IBX@4, Ig5Mg61IOUTH S43g©*> KJ&mm* 
d©J;5(cbT#^n^b^ (6) , (5' ) &»©#«*iti!^&, *>J 

*f8Kfcff*ft^« (i-i) ^i^iiMFfim 

y>ti/7 ((Protective Groups in Orga 
nic Synthesis) , T. W. Green! fg2J&, John W 
iley&Sonsft, 19 9 1$, , fW:$Ufc»l^n^ t^m 
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T^-rs^^T^o %mmt, & (i) ^mc: r^©^©^] ^ 
^wmaz. ±i5 en (i-i) (Dit&m^ iwrti^^ays 

^mttinJttLT^ ^J^««m, ^tt^l^ *^7Kmm^ 
x>m^ s©^. ^ in* ms?)V$^> 

ftRKDMfete, »I5«©^^ (#}*J£, 7^xX (Diabetes) , 
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f§4 ill 6 7 1JC- 1 6 7 7JC>- 199 6¥$) XtS^nfcipC&^K: 

-7>-6-V>WLfr*>*Z*tf)V3/y>7 h>*£.m~?Z>mz, 4^Th i o 

u07';-fe-fl?f recombinant human liver 
GKitFLAG fusion prote inilTE. c o l i fc&JS^i^ 
ANT I FLAG M 2 AFFINITY GEL (Sigma) tiSLfc. 

Tyfe'f tt¥Hc9 6 -we ll plat e£ffl(AT3 OlCTfTofc. Ass 
ay buffer (2 5mM Hepes Buffer: : pH= 7. 2, 2 
mM MgCl 2 > ImM ATP, 0. 5mM TNAD, ImM dith 
iothrei tol) £6 9 *i l ^«0DMSO»*Sfctt3>h 
D-MbTDMSO^l m I Jjn&fc. OTWbT^^fcEnzym 
e mixture (FLAG-GK, 2 0U/ml G6PDH) 20#l£ 
#£L.&&, gft?&& 2 5mM if)Vn—7>& 10 n I JpA, £*S£|fi&£-fr 
5 (S^;i/3-X«=2. 5mM) „ 

SfeUM, 4 0 5 nm<DWm<Dmto& 3 0#^C1 0#Rg$|£U ftSJ 

®5ftm<Dmmft*&mhTfc&M(Dwm*ft-orco flag-gkki% d 

m s o#£T-e 5 ft&owt&Mtaftifi o . 0 5^60. i <d m \zf£ z> «t 5 fcjta 

I^WGKttt^TtftLT, AC2 0 0*fflHfc. AC2 0 0O^i 
te, DMS03>hP-;VT©0Dl5l 0 0%tL/, ^©2 (2 0 0 %) \Z 

S T o d {fi § if in $ -fr 5 CD fc&g&tefrM^ SSf . • 
Jfcfc-jRsS (I) T*^ns±B3GKfiH4fbM^*TS^^©fb-&WM 
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M7jc^#TT^Wbfc«I CRT-}* (i8-ll»^ n=5) 

^)v±)vu-xmm^^y v\zmn^vrco tifflm&Jss oftmzmik* 
m\ # f.nfcjfti» ^s«^fro Tii^^iLfco skm^>(D]SsLmmit^ 

dent Ttt££JBV>T#t»rSfTK jrfflbfc. 
:H£TfB©S 1 fc^f . 
[HI] 
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250- 



200 



*P<0.05 vs. vehicle 



□ vehicle 

Cpd-A 1 0mg/kg 
Cpd-A 30mg/kg 



1 
E 



& 150 



100- 



<! 




90 120 
Time after glucose roading (min) 

»i, 3tt (Proc. Natl. Acad. Sci. 1995. 

92. 3096-3099) \z$m<D^m. z.n\zmcttmx\$z.nt> 

Offi^fflbT, ill OtiUUTX\ 2 0 0%<Dffi'l4£^Lfco feT, #3? 

u±<Dm%, (i) Ti&znz^yxT^Fmmmt, y;i/3^— t? 
*ft®ifc*tz>z\t\z&v), skmmrftm*K?<DT\ mmmommmms/x^ 

s*:, ^^j^s-^ (i) -ea^n^^t/^ 7)in*ri— vmmt 
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y-trux ^^^my^ym^^^A, mykvymxjv^oA, ^x> 

&^xmi?;(D^m\z^Tmmtz>z\ttfT:%z> a mmm\z3b^x\t. 
mm\z7kx\mommtmmzmmx\mm2&%&r&-iTh£\,\ # 

0mg/kg£l7iMl^K:#ttT, t^lPS^O^lt 0. 0 0 175M 
1 Omg/kg&lTiSicllIH^-r^^/OW^b^o 
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$mm i (Dit&m 4su, mis %mi6 as, m&mz.jvn-x 2 1 as, 

ttJH&U ^^giJLTEiH 1 0 75M1 7 7 tfm©*$3©Sgfi0tfl£U£. 
®l»J3 

m»j 2 tra«o^flcT?»«aiisf^«t&ife, z.<Dmm\ 9 6«^itxt7 

^7U>m#;l'V^A3^£;an*TffiK^U fi&8mm©&8i]£l,fc^ H 

^»J©^S^P^h^^7tt, 7V-h£L<TS i 1 i c age 1 6 OF 
24 5 (Merck) £, ;&ffi&£LTUV$ffi§§£IBV>fc. *7Affl'>'JA^I/ 
<h ITU Wakogel™ C-300 (»^*^D igft^A/B^U # 
y;i/£LTte\ LC-SORB™ SP-B-ODS (Chemc o) XliYM 
C-GEL™ ODS-AQ 1 2 0 - S 5 0 (OjfcMb^flBfcB?) £JBV>£. 

i-Bu : -f 
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n-Bu : n-~f^)VM 

t-Bu: t 

Me : 

E t : X^;i/S 

Ph : 7i-JVl 

i -P r : ^V^fu\£)Vm 

n-Pr : n - ?*U t°;i/g 

CDC 1 3 : M^DO^A 

cd 3 od : ;-)V 
DMSO-d 6 : iy^^MM^yH 

s : zs>t?Vy V 
d \?j*VvY 
d d : h 
t : b^Jy'Uy h 

b r : 7*P-H 
q : fifyJ-y h 

H z : 
M«J1 



4, 5-^7Mn-2-ZhDgIfil. OOg (4. 9 2mmol) © 
mt^VymWL (2 0ml) \Z, «T, N, N-y^^MM75H2f 
Rtfcfr*+fU;H?P^ HO. 5 1ml (5. ' 9 1 mmo 1 ) £?TfTU SfT^ 
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2-7*S?-7V—)V4 9 3mg (4. 9 2mmo 1) OWt^V>mk (1 
0ml) }CtfU^>0. 9 1ml (9. 8 4mmol) £in;Lfc&, fcftT, % 
fcft&nfcft^n^ VOMfctJ'VymWt. (5ml) S:ITL/, ?tT^7^M 
MSMT-WUfc, SfcStfc 1 N-M«au £ na*M 

5W9 2 3mg mm : 6 6 %) £&St&0#<h LTttfc. 

#6nfc75F#9 2 0mg (3. 2 3mmol) ©Tiz br. h U;WSF* 1 0 . 
0mlHh'JXfJl'7$>l. 35ml (9. 6 8 mmo 1 ) 01 -*=?)V- 
2-^;^yhW5^/-;H4 3mg (3. 8 7mmol) £jJD;L, Jx.fo 

mz-mtommwiistcc Kmm^ms.mmL, mznwm**? /^-mds 

~hP#:5 5 2mg (JR$:4 5%) ^H-fiUfl^ LT#/t„ 
#e>tlfc^bO#:4 8 Omg (1. 2 7mmol) CD-TV 7"DAV-;l/ (2 0 

m i ) msmamtj ( 2 m 1 ) 2 . 4 g 

S$yU^W7A^a7b^7^" (^nn^;i/A: ^^y-;i/=8 : 1) 
iCctOiiU «^tl2 7 0mg (iRsp: 5 5%) *efi^<hLT#fe 0 
'HNMR (CD3OD) 6:3. 7 9 (3H, s) , 6. 5 1 (1H, d, J = 
11. 4Hz) , 6. 62 (1H, d, J = l. 0Hz) , 7. 00 (1H, d, 
J = l. 3Hz) , 7. 17 (1H, d, J = l. 3Hz) , 8. 04 (1H, 
d, J = 8. OHz) 

ES I -MS (m/e) : 3 5 0 [M+H] + 

mmm 2 
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2 -7$ J - 4-7)V*U- 5 - ( 1 Z 2<gjkz 1 H— < 5 2 ^Qj/ 

-7;i/7yrj0 — N— (4-/fJl/-^7y-;H2-f^) ^>X75 F<P 

MS 

X HNMR (CD 3 OD) 5:2. 33 (3H, d, J = l. 0Hz), 3. 79 
(3H, s) , 6. 51 (1H, d, J==ll. 4Hz) , 6. 62 (1H, d, 

J = l. OHz) , 7. 00 (1H, d, J = l. 3Hz) , 7. 17 (1H, 

d, J = l.. 3Hz) , 8. 04 (1H, d, J = 8. OHz) 

FAB-MS (m/e) : 3 64 [M+H] + 
ISM 3 




: HNMR (CDC 1 3 ) 6:2. 39 (3H, s), 6. 72 (1H, d, J = 
8. 5 Hz) , 6. 97 (1H, d, J = 3. 6 Hz), 7. 30-7. 37 (2 
H, m) , 7. 6 5 (1H, d, J = 3. OHz) 
FAB-MS (m/e) :2 6 6 [M+H] + 




2-7^7-5- (2-/HFD^y-I^>XJ^7^) — N— (4-^ 
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'HNMR (CDgOD) 5:2. 3 0 (3 H, d, 1 = 1. 1Hz) , 2. 91 
(2H, t, J = 6. 9Hz) , 3. 63 (2H, t, 1 = 6. 9Hz) , 6. 
64 (1H, d, J = 1 . 1Hz) , 6. 76 (1H, d, J = 8. 6Hz) , 
7. 37 (1H, dd, J = 2. 1, 8. 6Hz) , 7. 84 ( 1 H, d, J = 
2. 1Hz) 

FAB-MS (m/e) : 3 1 0 [M+H] + 

mmms 




2-75.S- 5- (4-T$y-5-xh^v^;i/^-;u-bfu$^>-2— r 
;i—x;P7yn;p) -n- (4-^^jp-^t % /-;1/- 2 -- r;i/) ^>X7^H 

'HNMR (CD3OD) 6:1. 34 (3H, t, J = 7. 2Hz), 2. 31 
(3H, d, J = l. 0Hz) , 4. 32 (2H, q, J = 7. 2Hz) , 6. 
63 (1H, s) , 6. 85 (1H, d, J = 8. 7Hz) , 7. 38 (1H, 
dd, J = 2. 2, 8. 7Hz) , 7. 94 (1H, d, J = 2. 2Hz) , 8. 
5 5 (1H, s) 

FAB-MS (m/e) :43 1 [M+H] + 

mm 6 




2-7$/- 5- (f7y-^-2-^Jl/-XJl/77^) -N- (4-><^;i/ 



WO 03/080585 



51 



PCT/JP03/03656 



'HNMR (CD 3 OD) 6:2. 3 1 (1H, d, J = l. 0Hz), 6. 63 
(1H, s) , 6. 88 (1H, d, J = 8. 7Hz) , 7. 38 (1H, d, 
J = 3. 0Hz) , 7. 48 (1H, dd, J = 2. 1, 8. 7Hz) , 7. 6 
2 (1H, d, J = 3. OHz) , 8. 13 (1H, d, J = 2. 1Hz) 
FAB-MS (m/e) : 34 9 [M + H] + 



2 -757- 5 -(1 z2i£!kz 1H- f 5^V-Jl/-2— - f;V-7^7 7^) 
-N- (4-/W Hn^^fjhf 7^-2--f^) ^>X7§J1^MM 
'HNMR (DMSO-d 6 ) 6:3. 64 (3H, s) , 4. 49 (2H, d, 
J = 6. OHz) , 5. 24 (1H, t, J = 6. OHz) , 6. 74 (1H, 
d, J = 8. 8Hz) , 6. 93 (1H, s) , 6. 94 (1H, s) , 7. 1 
6 (1H, dd, J = l. 6, 8. 8Hz) , 7. 29 (1H, s) , 7. 99 
(1H, d, J = l. 6Hz) 
FAB-MS (m/e) : 3 6 2 [M + H] + 



2-757-5- (1H- <5.W-)V-2— 1)V-7>)V7t-M -N- (4 





WO 03/080585 



PCT/JP03/03656 



52 



*HNMR (DMSO-d 6 ) 6:4. 4 8 (2H, s) ,5.22 (1H, b r) , 
6. 7 4 (1H, d, J = 8. 8Hz) , 6. 92 (2H, s) , 7. 17 (1 
H, s) , 7. 23 (1H, d, J = 8. 8Hz) , 8. 05 (1H, s) 
FAB-MS (m/e) : 3 4 8 [M + H] + 

mm 9 



2-7$/- 5-(i i h— f $^V-;i/- 2 -- f ;i/-x;K7;t-ju) 

-N- (4-/VT HP3 1 '>:*5MI/-9 1 7V-;i/-,2— Ok) ^>X7$ K<PWg 
X HNMR (DMSO-d 9 ) 6:3. 88 (3H, s) , 4. 46 (2H, s) , 
5. 25 (1H, br), 6. 87 (1H, d, J = 8. 4Hz), 6. 90 (1 
H, s ) , 7 . 0 2 ( 1 H, s ) , 7 . 40 (1H, s ) , 7 . 5 2 ( 1 H, s ) , 
7. 6 2 (1H, d, J = 8. 4Hz) 
FAB-MS (m/e) : 3 94 [M + H] + 

mmm 1 o 



X)Vyy-)V) -N~ (4-/K FD^^-f 7'/-Jl/-2--fJP) ^> 

'HNMR (CD 3 OD) <5:1. 33 (3H, t, J = 7. 1Hz) , 4. 29 
(2H, q, J = 7. 1Hz) , 4. 60 (2H, d, J = 0. 9Hz) , 6. 
79 (1H, d, J = 8. 7Hz) , 6. 93 (1H, d, J = 0. 9Hz) , 
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7. 39 (1H, dd, J = 2. 1, 8. 7Hz), 7. 6 8-7. 6 9 ( 1 H, 

m), 8. 00 (1H, d, 1 = 2. 1Hz) 

FAB-MS (m/e) : 4 2 0 [M + H] + 
Sgitffl 1 1 



2-7$/- 5 -(1 - pt^Jl/- 1 H--f S y*S-)l,- 2 )V-7,)Vyj~)V) 
— N— (4-/W FD^->^^-^7y-^-2-fJV) ^>X75 FcDUgg 
a HNMR (DMSO-dj) 5:3.. 70 (3 H, s), 4. 46(2 H, s) , 
5. 21 (1H, br) , 6. 88 (1H, s) , 6. 89 (1H, d, J = 8. 
8Hz) , 7. 03 (1H, s) , 7. 35 (1H, s) , 7. 38 (1H, d, 
J = 8. 8Hz) , 8. 14 (1H, s) 
FAB-MS (m/e) : 3 7 8 [M + H] + 

mtm 1 2 



2-7S/-5-/^Jl/7y-JKN-f7 > /D [5, 4-b] bfUv>- 
2 ■— l , ;i/-^>XT$ POgS8S8 

X HNMR (CDC 1 3 ) 6:2. 39 (3H, s) , 5. 84 (2H, br), 

6. 74 (1H, d, J = 8. 4Hz) , 7. 34 (1H, d, J=4. 8Hz), 

7. 38 (1H, dd, J = 2. 0, 8. 4Hz) , 7. 61 (1H, d, J = 
2. 0Hz) , 7. 89 (1H, dd, J = l. 2, 8. 4Hz), 8. 81 (1 
H, dd, J = l. 2, 4. 8Hz) 

FAB-MS (m/e) : 3 1 7 [M + H] + 





N: 
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mmm 1 3 




OH 



2-75/- 5- (WW KP*5/X^-lH-<5^/~»-2-^Jl/- 

xji/7y^) — n— (4-/w Ko^'>^^;i/-^y7-;i/-2--rji/) ^> 

1 HNMR (CD3OD) 6:3. 7 3 (2H, t, J=4. 8Hz) , 4. 2 
7 (2H, t, J = 4. 8Hz) , 4. 61 (2H, s) , 6. 74 ( 1 H, d, 
J = 8. 8Hz), 6. 93 (1H, s), 7. 04 (1H, s) , 7. 27- 
7. 3 0 (2H, m) , 7. 89 (1H, s) 
FAB-MS (m/e) : 3 9 2 [M + HJ + 

mm\ 1 4 



2-757-5- (bf U5^>-2-^;W-7,;P7yr:;t/) -N- (4-A-fF 
U^^)]/-^7V—)V- 2 --r;i/) ^>X7S Fff>fil$S 
X HNMR (CDC 1 8 ) (5:4. 44 (2H, d, J = 5. 2Hz), 5. 18 
(1H, t, J = 5. 2Hz) , 6. 81 (1H, d, J=8. 4Hz) , 6. 
87 (1H, s) , 7. 04 (2H, br) , 7. 16 ( 1 H, d, J = 8. 8 
Hz) , 7. 32 (1H, d, J = 8. 8Hz) , 8. 13 (1H, s) , 8. 
8 4 (2H, d, J = 8. 4Hz) 
FAB-MS (m/e) : 3 6 0 [M+H] + 

m&m 1 5 
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2-7^7-5- (l-**>7.)V*-)l-lH->( 2 
)V7 7-)V) -N- (4 -X h»^M-^-^7y^- 2 --f Jl/) 

a HNMR (CDC 1 3 ) 5:1. 31 (3H, t, J = 7. 2Hz), 3. 4 
1 (3H, s) , 4. 30 (2H, Q, J = 7. 2Hz) , 6. 69 (1H, d, 
J = 8. 4Hz) , 6. 88 (1H, d, J = 2. 0Hz) , 7. 32 ( 1 H, 
d, J = 2. 06Hz), 7. 40 (1H, dd, J = 2. 0Hz, 8. 4Hz), 
7. 74 (1H, s) , 7. 95 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 4 6 8 [M + H] + 

m&m 1 6 




2-7$/- 5- (1H- iSW-)V-2— i)V-X)V7T~)V) -N- (4 
-;W Hn^'>^^;i/-5-^oo-^7l/-;l/-2— f JP) ^>X7$ HOW 

£ 

1 HNMR (CD 3 OD) 6:4. 56 (2H, s) , 6. 76 (1H, d, J 
= 8. 8Hz) , 7. 05 (2H, s) , 7. 34 (1H, dd, 1 = 2. OH 
z, 8. 8Hz) , 7. 95 ( 1 H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 8 2 [M + H] + 

$!S£0!| 1 7 



WO 03/080585 



56 



PCT/JP03/03656 



O 



CI 




2-7$y-5- (4, 5-s?gnn- ih- i $^\/-;i/-2— fjkzZikZ 

7^;i/) — N— (4-/W PDt^^P-f7 > /-^- 2--fJl/) ^>X75 

X HNMR (CD 3 OD) 6:4. 60 (2H, s) , 6. 79 (1H, d, J 
= 2. 0Hz) , 6. 93 (1H, s) , 7. 37 (1H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 95 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 416 [M+H] + 

mmm 1 8 



-^7ia-;p- 2 — f ^>X7$ Kflgjg 

'HNMR (CDClj) 5:1. 35 (3H, t, J = 6. 0Hz) , 1. 49 
-1. 92 (8H, m) , 3. 29-3. 33 (1H, m) , 4. 34 (2H, 
q, J = 6. 0Hz) , 5. 89 (2H, s) , 6. 66 (1H, d, J = 8. 
8Hz) , 7. 38 (1H, dd, J = 2. 0, 8. 8Hz) , 7. 58 (1H, 
d, J = 2. 0Hz) , 7. 87 (1H, s) 
FAB-MS (m/e) : 3 9 2 [M+H] + 

mmi 1 9 
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2 -75 y - 5 - ( 1 Z2i£jkz lH-fh7y-;P- 5 — QP-TJP? z^jk) 
-N- (4-/W FD^y^f J|/-f 7'/-^-2--f^) ^>X75 FOPS 

'HNMR (CD 3 OD) 6:4. 0 3 (3H, s) , 4. 60 (2H, s) , 
6. 82 (1H, d, J = 8. 8Hz) , 6. 88 (1H, s) , 7. 43 (1 
H, dd, J = 2. 4Hz, 8. 8Hz), 8. 01 (1H, d, 1 = 2. 4H 
z) 

FAB-MS (m/e) : 3 64 [M + H] + 
M&M2 0 




2-75^-5- (2H- [1, 2, 4] HJ7y-;P-5— X )V- 7,)\,7t- 
)V) — N — (4-/W FD^y^^-f 7'/-Jl/-2--fJl/) ^>X75 

MM 

'HNMR (CD3OD) 6:4. 6 0 (2H, s) , 6. 8 1 (1H, d, J 
= 8. 8Hz) , 6. 93 (1H, s) , 7. 42 (1H, dd, J = 2. OH 
z, 8. 8Hz) , 7. 90 (1H, s) , 8. 01 (1H, d, J = 2. OH 
z) , 8. 27 (1H, brs) 
FAB-MS (m/e) : 349 [M+H] + 

SS»J 2 1 
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V 0H 



2-757-5- (&)V>-4—i)l'-W7y-)l) — N— (4-MFd 

'HNMR (CD 3 OD) 6:4. 57 (1H, s), 6. 91-6. 94 (2 
H, m) , 7. 04 (2H, d, J = 4. 8Hz) , 7. 40 (1H, d, J = 
8. 8Hz) , 7. 99 (1H, s) , 8. 23 (2H, d, J = 4. 8Hz) 
FAB-MS (m/e) : 3 5 9 [M + H] + 

ggj§0>J2 2 



2-75;-5-(4-^DD-lH- f 5^/-;V-2— f;H^^7 7^l/) 
-N- (4 -;W HD^'>^^-^y>/^- 2 —fJP) ^>X75 P (PUBIS 
'HNMR (CD3OD) 5:4. 6 0 (2H, s) , 6. 7 8 (1H, d, J 
= 8. 4Hz) , 6. 93 (1H, s) , 7. 05 ( 1 H, s) , 7. 37 (1 
H, d, J = 8. 4Hz) ,7.97 ( 1 H, s) 
FAB-MS (m/e) : 3 8 2 [M + H] + 

mmm 2 3 



2-757-5- (1H- f $^V/-;p-2— f^-XjV7 7^) — N— (4 
-7ii^-^7y-;i/- 2 — f JIQ ^>X75 PCDWg 
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'HNMR (DMSO-d 6 ) 5:2. 52 (3H, s) , 6. 7 4 (1H, d, 
J = 8. 8Hz) , 6. 90 (1H, s) , 7. 16 (1H, s) , 7. 24(1 
H, d, J = 8. 8Hz) ,8.13 (2H, s) 
FAB-MS (m/e) : 3 6 0 [M + H] + 

mm* 2 4 



2-7$7-5-->^PA^j/;VX;U77^-N- (4-A< HD^y^fJP 

z3jT±zJkz 2-<i)V) ^>X7$ pomm 

'HNMR (DMSO-d 6 ) 5:1. 10-1. 30 (6H, brs), 1. 
6 0- 1. 7 5 (2H, brs), 1. 8 0-1. 9 0 (2H, brs), 2. 
90-3. 00 (1H, brs), 4. 47 (2H, s), 5. 20-5. 22 
(1H, brs) , 6. 71 (1H, dd, J = 2. 8Hz, 8. 8Hz) , 6. 
91 (1H, s) , 7. 24 (1H, d, J = 8. 8Hz) , 7. 93 (1H, 



2-7^7-5- (H'J^>-2--f;|/-XJl/7 7^) — N— (4-/WFD 

'HNMR (CD 3 OD) 5:4. 5 7 (2H, s) , 6. 8 0-6. 9 2 (3H, 
m), 7. 08 (1H, dt, J = 5. 0, 7. 6Hz), 7. 42 (1H, d 
d, J = l. 6, 8. 0Hz) , 7. 59 (1H, dt, J = 2. 0, 7. 6H 
z) , 8. 01 (1H, d, J = l. 6Hz) , 8. 31 (1H, d, J = 5. 




s) 



FAB-MS (m/e) : 3 64 [M + H] + 

wmm 2 5 
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0Hz) 



FAB-MS (m/e) : 3 5 9 [M + H] + 
W&W2 6 




2-75/- 5 - (1H- f *?V-)V-2-' OV-Zfryy-JV) — N— (4 
- [l-/WFa^>-l-^iV-X^V] -^77-^-2- fJU) 
75 F<P8Bg 

l HNMR (CD 3 OD) 5:1. 56 (6H, s) , 6. 74 ( 1 H, d, J = 
8. 8Hz) , 6. 87 (1H, s) , 7. 05 (2H, s) , 7. 33 (1H, 
d, J = 8. 8Hz) ,7.97 (1H, s) 
FAB-MS (m/e) : 3 7 6 [M + H] + 
7 



2 -757-5 - (5-*?)v- [1, 3, 4] ^7v7y-;i/-2— r;u-x 

jkZz^jk) -N- (4-/VT FP^'>^^-^7y--;i/-2— jjV) 

75 H01g 

X HNMR (CDC 1 3 ) 5:2. 6 6 (3H, s) , 4. 6 3 (1H, s) , 
6. 86 (1H, d. J = 8. 4Hz) , 6. 88 ( 1 H, s) , 7. 51 (1 
H, dd, J = 2. 0Hz, 8. 4Hz) , 8. 09 (1H, d, J = 2. OH 
z) 

FAB-MS (m/e) : 3 8 0 [M+H] + 
W&M 2 8 
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OH 



2-757-5- [1, 2, 43 h U 7*/-—)]/— 3 — f )V 

-X)V7 7~Jl>) — N— (4-/Vf FP*v7>5MI/-^7l/-;U-2 — fJP) ^ 
>X7S \*<DVm 

1 HNMR (CD 3 OD) (5:2. 36 (3H, s) , 4. 60 (2H, s) , 
6. 79 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 40 (1 
H, dd, J = l. 6Hz, 8. 8Hz) , 7. 98 ( 1 H, d, J = l . 6H 
z) 

FAB-MS (m/e) : 3 6 3 [M+H] + 
9 



2-757-5- (lH-f^^-2-f^-^jV77^) -N- [4 
- (l-;vTHn*->-x^;U) -^7^-^-2—01/1 ^>X75 FOWM 
'HNMR (CD 3 OD) 6 : 1. 50 (3H, d, J = 6. 8Hz) , 4. 8 5 
(1H, q, J = 6. 8Hz), 6. 76 ( 1 H, d, J = 8. 8Hz), 6. 
89 (1H, s) , 7. 05 (1H, s) , 7. 34 (1H, dd, J = l. 5, 
8. 8Hz) , 7. 96 (1H, d, J = l. 5Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

mm 3 0 



2-7^7-5- (1H- ± 5— i)\>-X)V7T~)l) — N — [4 
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'HNMR (CD3OD) 6:1. 50 (3H, d, J = 6. 8Hz) , 4. 8 5 
(1H, a. J = 6. 8Hz) , 6. 76 (1H, d, J = 8. 8Hz) , 6. 
89 (1H, s) , 7. 05 (1H, s) , 7. 34 ( 1 H, dd, J = l. 5, 
8. 8Hz) , 7. 96 (1H, d, J = l. 5Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

mmms 1 



2-7$;-5-(i z2if2kz iHzl^ ^A±: 5 z^Uk^ZlkZz^M 
— n— (4 - h 'j7MP^^i/-^7y-^- 2 - -f ji^) ^>xy_5Ji^MM 

'HNMR (CD 3 OD) 5:3. 7 5 (3H, s) , 6. 7 5 (1H, d, J = 
8. 8Hz) , 7. 02 (1H, s) , 7. 19 (1H, s) , 7. 29 ( 1 H, 
dd, J = l. 2, 8. 8Hz) , 7. 64 (1H, s) , 7. 95 (1H, d, 
J = 1 . 2Hz) 

FAB-MS (m/e) : 4 0 0 [M + H] + 

mmm 3 2 



2-y$y-5- (i-^^;p-x^;p) -x^7 7^-n- (4-/wfd 

'HNMR (CD3OD) <5:1. 21 (6H, d, J = 6. 8Hz), 3. 14 
-3. 18 (1H, m) , 4. 59 (2H, s) , 6. 76 (1H, d, J = 8. 
4Hz) , 6. 93 (1H, s) , 7. 34 (1H, dd, J = 2. 4, 8. 4 
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Hz) , 7. 8 3 (1H, d, J = 2. 4Hz) 
FAB-MS (m/e) : 3 24 [M + H] + 

mmm 3 3 




N 



•CK 



2-757-5- (4-^^-4H- [1, 2, 4] h U 7 7~;U- 3 — OV 

-x)V7t~)V) -N- (4-^^;p-^7V > -;p- 2— ^>X75 p<o 
MM 

1 HNMR (CD 3 OD) <5 : 2. 32 (3H, d, J = l. 0Hz) , 3. 7 1 
(3H, s) , 6. 62 (1H, d, J = l. 0Hz) , 6. 78 (1H, d, 
J = 8. 7Hz) , 7. 36 (1H, dd, J = 2. 2, 8. 7Hz) , 8. 0 
0 (1H, d, J = 2. 2Hz) , 8. 50 (1H, s) 
FAB-MS (m/e) : 3 4 7 [M + H] + 

mtm 3 4 



2-757-5- (4H- [1, 2, 4] h U TV~)V- 3 — QI/-7J1/7 
;i/) — N— (4-^)V-^7V—)V-2—C)V) ^>X75 K<PTO 
'HNMR (CD3OD) 6:2. 28 (3H, d, J = l. 0Hz) , 6. 5 9 
(1H, d, J = l. 0Hz) , 6. 75 (1H, d, J = 8. 6Hz) , 7. 
36 (1H, dd, J = 2. 2, 8. 6Hz) , 7. 97 (1H, d, 1 = 2. 
2Hz) ,8.22 (1H, s) 
FAB-MS (m/e) : 3 3 3 [M+H] + 
fflMI 3 5 
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NH 2 

2~7$y-5- (5-*3Sfr-lH- [1, 2, 4] h U 7"S-)V- 3 f ;i/ 
-XJk7 7^) -N- [4- (l-bFD^v-x^) -^77-^-2- 

X HNMR (CDgOD) 5:1. 50 (3H, d, J = 6. 6Hz) , 2. 3 
7 (3H, s) , 4. 84 (1H, q, J = 6. 6Hz) , 6. 79 (1H, d, 
J = 8. 4Hz) , 6. 89 (1H, s) , 7. 40 (1H, dd, J = 2. 0 
Hz, 8. 4Hz),/7. 99 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 7 [M + H] + 

MM 3 6 




HO 



2-757-5- ( 2 - fc FD^y^^- 1 -j*^- lH--f$ W-)V- 

3 --f^-z^77";v) — n— (4 b ljn^ioif2k=±ZVr^kz 2 — f ;u) 

'HNMR (CD 3 OD) <5 : 3. 7 5 (3H, s) , 4. 5 5 (2H, s) , 4. 
60 (2H, d, J = 0. 8Hz) , 6. 74 (1H, d, J = 8. 7Hz) , 
6. 92 (1H, s) , 6. 99 (1H, s) , 7. 27 (1H, dd, J = 2. 
1, 8. 7Hz) , 7. 90 (1H, d, J = 0. 8Hz) 
FAB-MS (m/e) : 3 9 2 [M + H] + 
®l»J3 7 
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2-757- 5- (5-79^1/75 7- [1, 3, 4] J-7V7^~)V-2-^ 

)±z2Jk2Z^M -N- (4-/w Ha^fjV-5 : 7';-Jk2-f;i/) 

'HNMR (CD 3 OD) 5:2. 9 0 (3H, s) , 4. 5 9 (2H, s) , 6. 
84 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 46 ( 1 H, 
dd, 3 = 2. 0, 8. 8Hz) , 8. 05 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 9 5 [M + H] + 
mm\ 3 8 




2 -757-5 - (5->?79Ml/75 7- [1, 3, 4] f-7^7 x /-)V-2- 
■i)V-X)Vyy-^) -N- (4-/Vf FP^~>75 1 ;P-^7y-;V-2— fjfr) 

'HNMR (CD3OD) <5:3. 0 5 (6H, s) , 4. 5 9 (2H, s) , 6. 
84 (1H, d, J = 8. 8Hz) , 6. 93 (1H, s) , 7. 46 ( 1 H, 
dd, J = 2. 0, 8. 8Hz) , 8. 05 (1H, d, J = 2. OHz) 
FAB-MS (m/e) : 40 9 [M + H] + 

mmns 9 




2-757-5- (4, 5->^5P;P-4H- [1, 2, 4] hU7V-;l—3 

zlik^ZikZz^ik) -N- (4-/wFP^^5 : ji/-f7';-ji/-2 — r 
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'HNMR (CD 3 OD) 5:2. 42 (3H, s) , 3. 62 (3H, s) , 4. 
60 (2H, s) , 6. 78 (1H, d, J = 8. 8Hz) , 6. 93 (1H, 
s) , 7. 37 (1H. dd, 3 = 2. 1, 8. 8Hz) , 7. 97 (1H, d, 
3 = 2. 1Hz) 

FAB-MS (m/e) :3 7 7 [M+H] + 



2 -7^;-5-(4-^-lH--f^^/-;H 2 ( )l-Z)iy 7 

-N- (4-;w Fo^y^f jk?7';-jw2-^ji/) ^>xy$H<oaiai 

1 HNMR (CDjQD) 5:2. 00 (3H, s) , 4. 60 (2H, s) , 
6. 74 (1H, s) , 6. 75 ( 1 H, d, J = 8. 4Hz) , 6. 93 (1 
H, s) , 7. 32 (1H, dd, 3 = 2. 0Hz, 8. 4Hz), 7. 93 (1 
H, d, 3 = 2. 0Hz) 
FAB-MS (m/e) : 3 6 2 [M+H] + 

m&w* 1 



2-757-5- (5-^jV-4H- [1, 2, 4] Rj 7 »A-;W- 3 — f Jl/ 
zAjkZZ^k) -N- (5-/^-f77-;H2-^J[/) ^>X75F(P 

MM 

1 HNMR (CD 3 OD) 6:2. 3 5 (3H, s) , 2. 3 8 (3H, d, J = 

1. 1Hz) , 6. 77 (1H, d, J = 8. 6Hz) , 7. 09 (1H, d, 

J = l. 1Hz) , 7. 38 (1H, dd, 3 = 2. 0, 8. 6Hz) , 7. 9 
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7 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) f 34 7 [M + H] + 




2-757-5- (4-^5MI/-4H- [1, 2, 4] h U 7 3 — f J± 
-Tsfryy-M -N- (5-xh^->^;^-;i/-if u>?>-2— ^> 
X7S FQfiasi 

L HNMR (CD 3 OD) 6:3. 72 (3H, s) , 3. 92 (3H, s) , 6. 
79 (1H, d, J = 8. 7Hz) , 7. 38 ( 1 H, dd, J = 2. 1, 8. 
7Hz) , 7. 96 (1H, d, J = 2. 1Hz) , 8. 3 0-8. 3 2 (2H, 
m), 8. 51 (1H, s ) , 8. 91-8. 93 (1H, s) 
FAB-MS (m/e) : 3 8 5 [M + H] + 
MM 4 3 




2-757-5- (4-^-4H- [1, 2, 4] HJ 7 y-JP- 3 — f ;W 

-*2kZx^2k) -N- (4, 5-^fji/-f77-;i/-2--fj|/) ^>X7 

J HNMR (CD3OD) 6:2. 17 (3H, s) , 2. 2 2 (3H, s) , 3. 
58 (3H, s) , 6. 75 (1H, d, J = 8. 6Hz) , 7. 26 ( 1 H, 
dd, J = 2. 2, 8. 6Hz) , 8. 09 (1H, d, J = 2. 2Hz) 8. 
5 7 (1H, s) 

FAB-MS (m/e) : 361 [M + H] + 
Ii«4 4 



WO 03/080585 



68 



PCT/JP03/03656 




2-757-5- (5-^-4H- [1, 2, 4] hi) 7V~;i/- 3 --f ;W 

zZJkZz^Zk) -N- [4- (i-^^-iH--r$^V-;i/-2— fjy- 

*HNMR (CD 3 OD) 5:2. 38 (3H, s) , 3. 47 (3H, s) , 
4. 10 (2H, s) , 6. 54 ( 1 H, s) , 6. 78 (1H, d, J = 8. 
8Hz) , 7. 04 (1H, d, J = l. 2Hz) , 7. 13 ( 1 H, d, J = 
1. 2Hz), 7. 40 (1H, dd, 1 = 2, OHz, 8. 8Hz), 7. 9 
8 (1H, d, J = 2. OHz) 
FAB-MS (m/e) : 4 5 9 [M + H] + 
MM 4 5 




2-7$/-4-7;i/^-D-5- (4-j*gSH/-4H- [1, 2, 4] HJ7V 
3 -^)l-7,)l>yy-)V) -N- (4-^^-^71/^-2- fjk) 

^>X7$ wmm 

l HNMR (CD3OD) 6:2. 3 2 (3H, s) , 3. 7 7 (3H, s) , 6. 
56 (1H, d, J = ll. 6Hz), 6. 62 ( 1 H, s), 8. 13 (1H, 
d, J = 8. OHz) , 8. 5 1 (1H, s) 
FAB-MS (m/e) : 3 6 5 [M + H] + 
W&VI4 6 
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x6 



CH, 



2-7$y-4-7J^n-5- (4, 5-y^fJh4H- [1, 2, 4] h 

U77-J1/-3- -ou-zfryy-M — N— (4 -;*3S>U-^7l/-^- 2 - 

lik) ^>xy^ Foil 

1 HNMR (CD 3 OD) 5:2. 33 (3H, s) , 2. 43 (3H, s) , 3. 
67 (3H, s) , 6. 54 (1H, d, J = ll. 6Hz) , 6. 62 (1H, 
s) , 8. 11 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 7 9 [M + H] + 



2-75.S-5- (4-^Jh5-h'J7MDfflh4H- [1, 2, 4] 
HJ7l/-;V- 3— f;V-^^7 7-JV) -N- (4-^;l/-^7\A-;l/-2 

--r;i/) <>X7$ j^ij 

J HNMR (CDC 1 3 ) 6 : 2. 16 (3H, s) , 3. 6 8 (3H, s) , 
6. 47 (1H, s) , 6. 63 (1H, d, J = 9. 2Hz) , 7. 35 (1 
H, dd, J = l. 2Hz, 9. 2Hz) , 7. 87 ( 1 H, d, J = l. 2H 
z) 

FAB-MS (m/e) : 4 1 5 [M + H] + 

mmm4 8 





2-7$7-5- (2, 5-^?^-2H- [1, 2, 4] HJ7tA-;i/-3 
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— fJl/-^;|/7 7^V) -N- (4-^^JV-^7V~JV-2 — j)V) <y%7 

'HNMR (CD 3 OD) 5:2. 25 (3H, s) , 2. 33 (3H, s) , 3. 
84 (3H, s) , 6. 64 (1H, s) , 6. 79 (1H, d, J = 8. 8H 
z) , 7. 37 (1H, dd, J-2. 0, 8. 8Hz), 8. 00 (1H, d, 
J = 2. 0Hz) 

FAB-MS (m/e) : 36 1 [M + H] + 

mmm4 9 




2-757-5- (4-^;i/-4H- [1, 2, 4] h U 7V-)V- 3 — f )V 
-X)V7s<~)V) — N— (4-^5P;V-5P7\A-^-2— f;i/) ^>X7$ K£> 

MM 

X HNMR (CD 3 OD) (5:2. 32 (3H, d, J = 0. 8Hz), 3. 81 
(3H, s) , 6. 62 (1H, s) , 6. 95 ( 1 H, d, J = 8. 9Hz) , 
7. 54 (1H, dd, J = 2. 2, 8. 9Hz) , 8. 26 (1H, d, J = 
2. 2Hz), 8. 57(1 H, s) 
FAB-MS (m/e) : 3 6 3 [M + H] + 

mm 5 o 




2-757-5- (2-*?)V-2H- [1, 2, 4] h U 7"/-)V- 3 — i )V 
-7,)V7t~)V) -N- (4-^JV-9-TV-)V-2— ^>X75 F(D 

MM 

: HNMR (CDC 1 3 ) 5:2. 2 1 (3H, s) , 3. 8 4 (3H, s) , 6. 
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01 (2H, br) , 6. 69 (1H, d, J = 8. 4Hz) , 7. 43 ( 1 H, 
d, J = 8. 4Hz) , 7. 78 (1H, s) , 7. 83 ( 1 H, s) 
FAB-MS (m/e) : 3 4 7 [M+H] + 

mmm 5 1 




2 -75/ - 4-*?)V- 5 - ( 1-*?)V- 1 H— f 2 — Ql- 

7JV77^M — N— (4->^-f7V";i/-2--f;i/) ^>X7SH<0W 
£ 

1 HNMR (CDC 1 3 ) 6:2. 35 (3H, s), 2. 38 (3H, s), 
3. 71 (3H, s) , 6. 51 (1H, s) , 6. 56 (1H, s) , 6. 9 
4 (1H, s) , 7. 03 (1H, s) , 7. 93 (1H, s) 
FAB-MS (m/e) : 3 6 0 [M + H] + 
M0U5 2 




2 -75/-4-:7;kfrP- 5 - (4-^Jh4H- [1, 2, 4] MJ7V 
-;l/-3— -Qlz-TJl/^y-;!/) -N- (4-bFo^y^^-f77-^- 
2— OP) ^>X'7$ 

: HNMR (CDgOD) 6:3. 78 (3H, s) , 4. 60 (2H, s) , 6. 
5 8 (1H, d, J h -f=1 1. 4Hz), 6. 93 (1H, s) , 8. 12 (1 
H, d, J H _ p =7. 7Hz) , 8". 5 2 ( 1 H, s) 
FAB-MS (m/e) : 381 [M + H] + 

mmm 5 3 
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2-7$y-4-^^;i/-5- (4-^^|/-4H- [1, 2, 4] MJTV^ 
^-3-fjWX^7 7^Jl/) -N- (4-^^-^7v ? -;i/-2—r;i/) ^ 

X HNMR (CD 3 OD) (5:2. 3 2 (3H, s) , 2. 3 4 (3H, s) , 
3. 71 (3H, s) , 6. 63 (1H, s) , 6. 73 (1H, s) , 8. 0 
2 (1H, s) , 8. 4 8 (1H, s) 
FAB-MS (m/e) : 3 6 1 [M + H] + 
5 4 



2-757-5- (4-^^J|/-4H- [1, 2, 4] h U 77-^- 3 — OV 

MM 

J HNMR (CD 3 OD) (5:2. 65 (3H, s) , 3. 72 (3H, s) , 6. 
77 (1H, d, J = 8. 8Hz) , 7. 36 ( 1 H, dd, J = 2. 0, 8. 
8Hz) , 7. 51 (1H, s) , 7. 89 (1H, d, J = 2. 0Hz) , 8. 
5 2 (1H, s) 

FAB-MS (m/e) : 3 4 7 [M + H] + 

mm 5 5 



2-75Z-5- (4-^)V-4H- [ 1 , 2, 4] h U 7V-)V- 3 — <jP 
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m 

: HNMR (CD3OD) 6:2. 47 (3H, s) , 3. 73 (3H, s) , 6. 
78 (1H, d, J = 8. 7Hz) , 7. 01 (1H, d, J = 7. 7Hz), 
7. 36 (1H, dd, J = 2. 2, 8. 7Hz), 7. 69 (1H, t, J = 
7. 7Hz) , 7. 94 (1H, d, J = 2. 2Hz) , 7. 96 ( 1 H, d, 
J = 7. 7 Hz) , 8. 51 (1H, s) 
FAB-MS (m/e) : 34 1 [M + H] + 

mtm 5 6 




2-7$/- 5 - (5— fV^Dtf;i/-4-^^;l/-4H- [1, 2, 4] Mj 
7V-)l'-3-'i)]/-Z)l>7 7-)V) -N- (4-^^;U-^TV > -;i/-2— f 

*HNMR (CD3OD) 5:1. 32 (6H, d, J = 6. 9Hz) , 2. 32 
(3H, s) , 3. 09-3. 13 (1H, m) , 3. 65 (3H, s) , 6. 
63 (1H, s) , 6. 77 (1H, d, J = 8. 7Hz) , 7. 35 (1H, 
dd, J = 2. 2, 8. 7Hz), 7. 99 ( 1 H, d, J = 2. 2Hz) 
FAB-MS (m/e) : 3 8 9 [M+H] + 

mm 5 7 




2 -7 S. / - 4 - 7)V*n- 5 - (5-ter t-^-4-^-4H- 
[1, 2, 4] hV7*/-)V-3-'()V-Z)V7T-M -N- (4-^)V- 



^7V-)V- 2 -spy) A>X75 PCDBISa 



WO 03/080585 



74 



PCT/JP03/03656 



'HNMR (CD3OD) 6:1. 43 (9H, s) , 2. 33 (3H, d, J- 
1. 0Hz) , 3. 83 (3H, s) , 6. 63 (1H, s) , 6. 78 (1H, 
d, J = 8. 7Hz) , 7. 35 (1H, dd, J = 2. 2, 8. 7Hz) , 8. 
00 (1H, d, J = 2. 2Hz) 
FAB-MS (m/e) : 4 0 3 [M + H] + 

mmm 5 8 




2-757-5- ( 5 - b H D^'>^^- 2 - ^fJP- 2 H- t?7\/-;k- 3 
zlikzZikZZ^jk) -N- {4-^)V-J-7V-)V-2-^)V) 1>X7 

'HNMR (CD3OD) 8 : 2. 32 (3H, s) , 3. 86 (3H, s) , 4. 
61 (2H, s) , 6. 63 (1H, s) , 6. 73 ( 1 H, d, J = 8. 8H 
z) , 7. 18 (1H, d, J = 2. 0, 8. 8Hz) . 7. 58 (1H, s) , 
7. 8 1 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 3 7 6 [M+H] + 

mmm 5 9 




2 = r§ 1 - 5 -x^-;vt>;1/7 7 -;i/-N- (4 2 --r 

'HNMR (CDCI3) <5:1. 18 (3H, t, J = 7. 2Hz) , 2. 20 

(3H, s) , 2. 69 (2H, q, J = 7. 2Hz) , 6. 53 (1H, s) , 

6. 67 (1H, d, J = 8. 8Hz), 7. 34 ( 1 H, dd, J = 2. 4, 

8. 8Hz) , 7. 61 (1H, d, J = 2. 4Hz) 
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FAB-MS (m/e) : 2 94 [M+H] + 

m&m 6 0 




2-7$/- 5- (£7VD [5, 4-b] tfU>?>-2— fJ^-X^7 7^) 
-N— (4-^^;|/-^7V > -;i/-2--fJl/) ^>7TT$ Kcopgg 
'HNMR (CD 3 OD) 5:2. 28 (3H, s) , 6. 61 (1H, s), 6. 
93 (1H, d, J = 8. 8Hz) , 7. 44 (1H, dd, J=4. 8, 8. 
4Hz) , 7. 53 (1H, dd, J=2. 4, 8. 8Hz) , 8. 07 ( 1 H, 
dd, J = l. 6, 8. 4Hz) , 8. 19 ( 1 H, d, J = 2. 4Hz) , 8. 
3 7 (1H, dd, J = l. 6, 4. 8Hz) 
FAB-MS (m/e) :40 0 [M + H] + 

mmm& 1 




2-757-5- (4-^-4H- [1, 2, 4] h U 7"/—)l- 3 — ( )V 
-X)V7 7-)l) -N- ( 5 - k HD^->^fJP- 4 - ^^-+7^- 2 

'HNMR (CD3OD) 5:2. 2 9 (3H, s) , 3. 7 1 (3H, s) , 4. 

66 (2H, s) , 6. 78 (1H, d, J = 8. 8Hz) , 7. 36 (1H, 

dd, J = l. 9, 8. 8Hz) , 8. 00 (1H, d, J = l. 9Hz) , 8. 
5 0 (1H, s) 

FAB-MS (m/e) : 3 7 7 [M+H] + 
6 2 
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(4-^-4H- [1, 2, 4] h U 7V-)V- 3 — f ^ 
zZikZZ^ik) -N- (4-^h^^-^/"^-2--fJ|/) 

X HNMR (CD 3 OD) 5:3. 40 (3H, s) , 3. 72 (3H, s) , 
4. 46 (2H, s) , 6. 80 (1H, d, J = 8. 8Hz) , 7. 00 (1 
H, s), 7. 39 (1H, dd. J = 2. 0Hz, 8. 8Hz), 7. 99 (1 
H, d, J = 2. 0Hz) , 8. 51 (1H, s) 
FAB-MS (m/e) : 3 7 7 [M+H] + 

m&me 3 




2-757-5- (4, 5-^^-4H- [1, 2, 4] hU7!/-;P-3 

zlikzZikZz^ikj -N- (2-^^;u-^7V , -;i/-4— r;p) ^>X7 

'HNMR (CD 3 OD) 6:2. 42 (3H, s) , 2. 65 (3H, s) , 3. 
6 7 (3H, s) , 6. 5 3 (1H, d, J = l 1. 2Hz), 1. 4 9 ( 1 H, 
s) , 7. 9 9 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 7 9 [M + H] + 

mmm 6 4 



2-7S/-4-7MD-5- (4-^^-4H- [1, 2, 41 K'JTV 
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: HNMR (CD 3 OD) 5:2. 6 5 (3H, s) , 3. 7 7 (3H, s) , 6. 
54 (1H, d, J = ll. 2Hz) , 7. 49 (1H, s) , 8. 00 (1H, 
d, J = 8. 0Hz) , 8. 4 9 (1H, s) 
FAB-MS (m/e) : 3 6 5 [M + H] 

nmm 6 5 



2-7^7-5- (4-^5P;P-4H- [1, 2, 4] h U 7 V-fr- 3 — f )V 
-7,)V77~)V) — N— (5-^^- [1, 3, 4] ^7^77-^-2— T 

X HNMR (CD3OD) 6:2. 68 (3H, s) , 3. 71 (3H, s), 6. 

80 (1H, d, J = 8. 4Hz) , 7. 39 (1H, dd, J = 2. 0, 8. 

4Hz), 8. 06 (1H, d, J = 2. 0Hz), 8. 5 1 (1H, s) 
FAB-MS (m/e) : 34 8 [M + H] + ' 

mmm 6 6 



2-757-5- (4— ry7atf;u-4H- [1, 2, 4] hU77-;i/-3 

— N— U-^)V-^7V-)V-2-^)V) s<>X7 

*HNMR (CDC 1 3 ) 6:1. 47 (6H, d, J = 6. 8Hz), 2. 33 
(3H, s) , 4. 62 (1H, sep, J = 6. 8Hz) , 6. 00 (2H, 
br) , 6. 55 (1H, s) , 6. 69 ( 1 H, d, J = 8. 4Hz) , 7. 
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44 (1H, dd, J = l. 6, 8. 4Hz) , 7. 96 (1H, d, J = l. 
6 H z ) , 8 . 2 6 ( 1 H, s ) 
FAB-MS (m/e) : 3 7 5 [M + H] + 

m&m 7 



2-75/- 5- (4-tert-^|/-4H- [1, 2, 4] HJ7».A-;P 

-3--r;i/-xji/7 7-;v) -N- (4-^;p-5P7y-;p-2--r;i/) ^> 

: HNMR (CDC 1 3 ) 6:1. 74 (9H, s) , 2. 32 (3H, s), 5. 
98 (2H, br) , 6. 53 (1H, s) , 6. 70 (1H, d, J = 8. 8 
Hz) , 7. 48 (1H, d, J = 8. 8Hz) , 7. 94 (1H, s) , 8. 
2 2 (1H, s) 

FAB-MS (m/e) : 3 8 9 [M + H] + 
§8j£0iJ6 8 



3-75/-6-(l 1H- f$yy-;U-2— f;k^7y^) 

-HU>?>-2-^;i/^>i?-^7\/-;i/-2 — r^-y-s Fcpjgii 

! HNMR (CDC 1 3 ) 6:3. 75 (3H, s), 5. 9 4 (2 H, br. s) , 
6. 95-7. 05 (3H, m), 7. 21 (1H, br. s) , 7. 28 (1 
H, br. s) , 7. 51 (1H, d, J = 3. 9Hz) 
FAB-MS (m/e) : 3 3 3 [M + H] + 
MM 6 9 
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3-7^y-6-(i 1 h— f $ ^v-;i/- 2 -^;i/-7jk7 7^) 

<pmm 

'HNMR (CDC 1 3 ) 5:2. 3 9 (3H, s) , 3. 7 3 (3H, s) , 5. 
93 (2H, br. s) , 6. 56 (1H, s), 6. 91-7. 00 (2H, 
m) , 7. 16 (1H, br. s ) , 7. 24 (1H, br. s) 
FAB-MS (m/e) : 3 4 7 [M + H] + 



2-7$y-5-^'>7^-h-N- (4-^;W-^7l/-JP-2-<;P) ^ 
>X75 P<Pffl» 

1 HNMR (CD 3 OD) 6:2. 32 (3H, s), 6. 63 (1H, s), 6. 
87 (1H, d, J=8. 8Hz) , 7. 47 (1H, dd, J = 2. 0, 8. 
8Hz) , 8. 08 (1H, d, J = 2. 0Hz) 
FAB-MS (m/e) : 2 9 1 [M + H] + 
«0!)7 1 



2-7$y-5- Y^y)V-tu^)V7,)vyT-)V-n- (4-*<?)v-5-7V 

X HNMR (CDC 1 3 ) 6:2.06 (3H, s) , 6. 58 (1H, s) , 7. 
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5 4 (1H, t, J = 8. 0Hz), 7. 86 (1H, d, J = 8. 0Hz), 
7. 99 (1H, d, J = 8. 0Hz) , 8. 20 (1H, s) 
FAB-MS (m/e) : 3 1 9 [M + H] + 

m&m 7 2 




2-7S7-5- (2-* h^>-7x^;P77^) -N- 
-^71/-^- 2 — f ;W) ^/X7$ K<PW» 

*HNMR (CDC 1 ,) 6:2. 2 6- 2.3 3 (3H, m) , 3. 90 (3H, 
s) , 5. 94 (1H, br) , 6. 52 (1H, d, J = l. 0Hz) , 6. 
72-6. 86 (4H, m) , 7. 09-7. 15 (1H, m) , 7. 41 (1 
H, dd, J = 2. 0, 8. 5Hz) , 7. 69 (1H, s) 
FAB-MS (m/e) : 3 7 2 [M + H] + 

mm\7 3 




2-7$;-4-7Mn- 5- (4-^f;V-4H- [1, 2, 4] HJ7J/ 

3— f;i/-x;i/7 7^) -n- (4-xh^>M^-f7 > ;-;i/ 
-2— o» ^<>X7$ Foii 

'HNMR (DMSO-d 6 ) (5:1. 31 (3H, t, J = 7. 0Hz), 3. 
64 (3H, s) , 4. 29 (2H, q, J = 7. 0Hz) , 6. 65 (1H, 
d, J h -f=1 1. 6Hz), 7. 29 (2H, b r s) , 8. 09 (1H, s), 
8. 34 (1H, s) , 8. 57 (1H, s) 
FAB-MS (m/e) : 42 3 [M + H] 



WO 03/080585 



PCT/JP03/03656 



81 




.OH 



2-T^S-4-y)VJ-U- 5- (4-^^-4H- [1, 2, 4] hUTV 
~-)V-Z-^)V-?,)V7 7~)\<) — N— (4-^Mt->JV-f7'/^-2- 

'HNMR (CDC 1 3 ) (5:3. 81) 3H, s) , 6. 62 (1H, d, J H 
_ F =1 1. 0Hz) , 8. 00 (1H, s) , 8. 21 (1H, d, J„. p =4. 
8Hz) , 8. 5 7 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M + H] 

mmm 1 5 



— n— (4-^^;t/-^7i/-;i/-2— r;v) ^>X7^ F<dpm 

'HNMR (CDC 1 3 ) 6:3. 4 5 (3H, s) , 3. 7 0 (3H, s) , 4. 
47 (2H, s) , 5. 8 2- 5. 8 6 (2H, brs) , 6. 64 (1H, d, 
J = 8 . 8 H z ) , 6. 87 (1H, s ) , 6. 96 (1H, s ) , 7. 06 (1 
H, s) , 7. 37 (1H, dd, J = l. 6Hz, 8. 8Hz), 7. 88 (1 
H, d, J = l. 6Hz) 
FAB-MS (m/e) : 3 7 6 [M+H] + 

mmm 7 6 
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2-7$7-5- (4-^-4H- [1, 2, 4] HJ 7V-;P- 3 ~f ;W 

-x;V7t^;u) -n-^ti/p [5, 4-b] if u>?>-2— r;^-^>X7 

'HNMR (DMSO-d 6 ) (5:3. 59 (3H, s) , 6. 80 ( 1 H, d, 
J = 8. 8Hz) , 7. 30 (1H, d, J = 8. 8Hz), 7. 47 (1H, 
br) , 8. 07 (1H, b r) , 8. 16 ( 1 H, s) , 8. 44 ( 1 H, d, 
J =4. 8Hz), 8. 57 (1H, s) 
FAB-MS (m/e) : 3 84 [M+H] + 



2-7$7-5-(l 1 H-^f 5^V-;V- 2 -^f;P-XJW7yn;W) 

-N-^TVp [5, 4-b] ^'J^>-2--f;V-^>X75 

'HNMR (CD 3 OD) 6:6. 79 (1H, d, J = 8. 8Hz) , 7. 07 

(1H, br) , 7. 24 (1H, b r) , 7. 32 (1H, dd, J=2. 0, 
8. 8Hz), 7. 49 (1H, dt, J = 4. 8, 8. 0Hz) , 8. 02 (1 
H, d, J = 2. 0Hz) , 8. 10 (1H, d, J = 8. 0Hz), 8. 43 

(1H, d, J=4. 8Hz) 
FAB-MS (m/e) : 3 8 3 [M+H] + 

mmmi 8 
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2-7$y-4-7;i/^P-5- (4-^;U-4H- [1, 2, 4] 
—}]/-$-'()V-7.)V7 7—)V) -N-^T'/U [5, 4-b] tf'Ji^>-2- 

! HNMR (DMS0-d 6 ) 5:3. 62 (3H, s) , 6. 64 (1H, d, 
1 = 12. 0Hz) , 7. 47 (1H, br) , 8. 05 (1H, br) , 8. 
33 (1H, d, J = 8. 7Hz) , 8. 44 (1H, b r) , 8. 55 (1H, 
s) 

FAB-MS (m/e) :40 2 [M + H] + 
M0»J7 9 



2-7$;-5- (4, 5-i^5P;i/-4H- [1, 2, 4] f'J7^-3 
—1)V-7>)17 7-)V) -N- (4 - ^ 2 --f ^ 

1 HNMR (CD 3 OD) <5 : 2. 41 (3H, s), 3. 39 (3H, s), 
3. 61 (3H, s) , 4. 45 (2H, s) , 6. 77 (1H, d, J = 8. 
8Hz) , 6. 98 (1H, s) , 7. 36 ( 1 H, dd, J = 2. 4Hz, 8. 
8Hz) , 7. 97 (1H, d, 1 = 2. 4Hz) 
FAB-MS (m/e) :39 1 [M + H] + 

smms 0 



2-7$;-4-7MP-5- (4, 5-y^^|/-4H- Cl, 2, 4] h 
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l HNMR (DMSO-d 6 ) 5:3. 14 (3H, s) , 3. 60 (3H, 
s) , 4. 38 (2H, s) , 6. 61 ( 1 H, d, J = 12Hz) , 7. 06 
(1H, s) . 7. 18-7. 30 (2H, brs), 8. 24 (1H, d, J 
= 8. 0Hz), 8. 54 (1H, s) 
FAB-MS (m/e) : 3 9 5 [M+H] + 

§et#J8 1 




2-7Sy-4-7;ktD-5- (l-^^;i/- 1H- (S.W-)V-2-' ()l 
-X)V7 7-)V) -N- (4-^h^iy^A-^TV-)U-2—i)V) *>X 

1 HNMR (CDC 1 8 ) 6:3. 42 (3H, s), 3. 76 (3H, s), 
4. 44 (2H, s) , 6. 08-6. 18 (2H, brs) , 6. 35 ( 1 H, 
d, J = 10. 4Hz) , 6. 84 (1H, s) , 6. 93 ( 1 H, s) , 7. 
02 (1H, s) , 8. 05 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 94 [M + H] + 

mmm s 2 




2-7Sy-4-7MD-5- (4, 5-^f;P-4H- [1, 2, 4] h 
U7l/rjk= 3— Ol>-7s)V7 7~)V) — N— (4 h^y^^-f77- 

X HNMR (CDC 1 3 ) 6:2. 40 (3H, s) , 3. 40 (3H, s) , 3. 
59 (3H, s) , 4. 41 (2H, s) , 6. 20-6. 28 (2H, brs), 
6. 30 (1H, d, J = 10. 8Hz), 6. 80 (1H, s) , 8. 10 (1 
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H, d, J = 7. 6Hz) 

FAB-MS (m/e) : 40 9 [M + H] + 

mmm 8 3 




2-757-5- (^77-^-2--fJl/-XJl/7 7^) — N— (4-;*h=E 

'HNMR (CDC 1 3 ) 6:3. 43 (3 H, s) , 4. 45 (2H, s) , 
6. 24-6. 30 (2H, brs), 6. 51 (1H, d, J = 10. 8Hz), 
6. 88 (1H, s) , 7. 19 (1H, d, J = 2. 0Hz) , 7. 65 (1 
H, d, J = 2. 0Hz) , 7. 92 (1H, d, J = 6. 8Hz) 
FAB-MS (m/e) : 3 9 7 [M + H] + 

mmm s 4 



2-72.S- 5- (^77-Jl/-2-fJ|/-7JP77-;V) -N-^7*/P [5, 
4-b] EUS?>-2--TJl/-^>X7$F(PWag 

'HNMR (CD3OD) 6:6. 92 (1H, d, J = 8. 4Hz) , 7. 40 
(1H, d, J = 3. 6Hz) , 7. 45-7. 49 (1H, m) , 7. 53 (1 

H, d, J = 8. 4Hz) , 7. 63 (1H, d, J = 3. 6Hz) , 8. 08 
(1H, d, J = 8. 0Hz) , 8. 22 (1H, s) , 8. 43 (1H, d, 

J=4. 8Hz) 

FAB-MS (m/e) : 3 8 6 [M + H] + 

9mm S 5 
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2-757-5- (2-^h^>-5-CT-7x/^» — N- (4-*h 
^ry^^l/-f77-;l/- 2 — T JV) ^>X75 KOWg 

5-7Ma-2-ZhD-^|||7, 8 4g (4 2. 4mmol) ©i&ft 
*?V>®WL (10 0ml) fc, 7k#T> 3SSON, N-y/fJV^VAJS F 
Rtf^*1fy;i^n5K F4. 07ml (46. 6mmol) £?itTU 

2-7S.;?-7V-)V5. 80g (50. 8 mmo 1 ) Oittffc.* ( 5 

0ml) {ChUX^;i/75>7. 00ml (50. 8mmol) Sira^Lfc^ >X 

$fe(c#e>nfc^o7-f Fo&fc^u;/*** (30mi) *stfu &r 

uWtfyyj- (s\tt>: Wx^=2 : 1) fcJcDttSlU 7SF#7. 
2 0 g (JRS*£ : 60%) SgmfiHttt UT#£. 

H5nm H#2 0 0mg (0. 7 1mmol) ON, N-^^^1/*M 
75 K»8c (1 0ml) IM*'J^9 8 2mg (7. 1 lmmo 1) 02 
f^y- 5 - ^Wx/-;V9 8 2mg (7. 1 lmmo I) &%\\%., K 

*M7A^DTh^77^- ('s+tf^ : BSSifJUXfJN 2 : 1) 
«kt)»8SlU -ho#2 7 8mg (JR* : 9 8%) fcHtfiHfctbTfcfc. 
#6nfc-hD#2 4 7mg (0. 6 2mmol) O-f V 7°DAy-;i/ (5m 
1 ) &C«DiM;7 >^XC7 AtK« ( 0 . 5ml) OfllJRfcgfctfr 2 . 0 g £Jn 
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1t>:liI5 1 ;PXXfJl/=2 : 1) fc«ttJ»»U gi^Ul9 1mg OR 

8 4%) ft8H*feB#£t/Tftfc. 
*HNMR (CDC 1 ,) 8:2. 2 4 (3 H, s) , 2. 32 (3H, s) , 3. 
84 (3H, s) , 5. 46 ( 1 H, br) , 6. 52 ( 1 H, d, J = l. 0 
Hz) , 6. 66 (1H, s) , 6. 74 ( 1 H, d, J = 8. 9Hz) , 6. 
88 (2H, s) , 7. 06 ( 1 H, dd, J = 2. 6, 8. 9Hz) , 7. 1 
1 (1H, d, J = 2. 6Hz) 
ES I -MS (m/e) : 3 7 0 [M+H] + 
±§3§3»J8 3 fcftiafckT, WJ8 4 7?>Sj!(«Jl 1 7 ©ft£#)£#fc 0 
8 6 



! HNMR (CDC 1 3 ) 6:5. 53 (2H, br), 6. 76 (1H, d, J 
= 8. 9Hz), 6. 83-6. 87 (3H, m) , 7. 01 (1H, t, J = 
7. 3Hz) , 7. 08 (1H, dd, J = 2. 3, 8. 9Hz) , 7. 25- 
7. 29 (3H, m) , 7. 32 (1H, d, J ==2. 3Hz), 11. 61 (1 
H, b r) 

FAB-MS (m/e) : 3 1 2 [M+H] + 

mmm 8 7 



2-757-5- (4-^-7iy^» -N-^77-JU- 2 — f Jl/-^ 
>X7$ KCDggg 

'HNMR (CDC1 3 ) 5:5. 60 (2H, br), 6. 75-6. 82 (3 
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H, m) , 6. 96 (1H, d, 1 = 2. 6 Hz) , 7. 06 (1H, dd, J 
= 2. 6, 8. 3Hz) , 7. 3 7-7. 8 4 (4H, m) 
FAB-MS (m/e) : 3 9 2 [M+H] + 

mmis 8 



2-7$;-5-7xy^y-N- U-t.\ t U^i/^)V-^7V—)V-2- 
12k) ^>X7^F(7)M 

'HNMR (CDC 1 8 ) <5:4. 3 8 (2H, d, J = 5. 2Hz) ,5.14 
(1H, t, J = 5. 2Hz) , 5. 53 (2H, b r) , 6. 76 (1H, d, 
J = 8. 9Hz), 6. 83-6. 87 (2H, m) , 7. 01 (1H, t, J 
= 7. 3 Hz) , 7. 08 (1H, dd, J = 2. 3, 8. 9 Hz) , 7. 25 
-7. 29 (3H, m), 7. 32 (1H, d, J = 2. 3Hz), 11. 61 
(1H, b r) 

FAB-MS (m/e) : 342 [M + H] + 

9mm 8 9 



2-7^7-5- (£■;>>>- 4-- ()V-tti/) -N- (4-^)V-^7V 

X HNMR (CD 3 OD) 5:2. 32 (3H, d, J = l. 0Hz) , 6. 44 
(1H, s) , 6. 55 (2H, d, J = 7. 6Hz) , 6. 92 (1H, d, 
J = 8. 9Hz) , 7. 38 (1H, dd, J = 2. 7, 8. 9Hz) , 7. 8 
7 (1H, d, J = 2. 7Hz) , 8. 03 (1H, d, J = 7. 6Hz) 
FAB-MS (m/e) : 3 2 7 [M + H] + 
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2 -757-5 - (2-^^-bf'J^>- 5— i — N— (4-* 

1 HNMR (CD 3 OD) 6:2. 29 (3H, d, J = l. 0Hz) , 2. 47 
(3H, s) , 6. 62 (1H, d, J = l. 0Hz) , 6. 85 ( 1 H, d, 

J = 8. 9Hz) , 7. 04 (1H, dd, J = 2. 7, 8. 9Hz) , 7. 2 

1-7. 28 (2H, m) , 7. 48 (1H, d, J = 2. 7Hz) , 8. 10 
(1H, d, J = 2. 6Hz) 

FAB-MS (m/e) : 34 1 [M + H] + 

m&\9 1 




2-757-5- (3-^JI/-7xy^» — N— (4 -^)V-^-7^~)V 
-2— f;i/) ^>X75 Foil? 

*HNMR (CDC 1 3 ) (5:2. 3 2 (6H, s) , 6. 5 3 (3H, d, J = 
1. 0Hz), 6. 71-6. 77 (3H, m) , 6. 86-6. 89 (1H, 
ra) , 7. 08 (1H, dd, J = 2. 7, 8. 9Hz), 7. 16-7. 21 
(2H, m) 

FAB-MS (m/e) : 3 4 0 [M + H] + 
©jiM9 2 
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CA 




2-7$/- 5- 



->-N- {4- [2- (3, 5-i?*?)V-ld7V- 



X HNMR (CDC 1 3 ) 6:1. 99 (3H, s), 2. 22 (3H, s), 3. 
09 (2H, m) , 4. 21 (2H, m) , 5. 70 (1H, s), 6. 43 (1 
H, s) , 6. 76 (1H, d, J = 9. 0Hz) , 6. 92 (1H, br. d, 
J = 7 . 5Hz)., 7. 08 ( 2 H, m) , 7. 22 (1H, br. s), 7. 
2 5-7. 3 8 (2H, m) 
FAB-MS (m/e) : 4 3 4 [M+H] + 

m&m 9 3 



2-7S./-5 - (4-7MD-7x/^y) — N— (4-^^-^Tl/- 
;|/-2-^;V) ^>X75 F(DiI 

X HNMR (CD C 1 3 ) 5:2. 14 (3H, s), 5. 53 (2H, s), 6. 
51 (1H, s), 6. 75 (1H, d, J = 9. 2Hz), 6. 78-6. 8 
3 (2H, m) , 6. 93-6. 97 (2H, m), 7. 03-7. 06 (2H, 
m) 

FAB-MS (m/e) : 3 44 [M+H] + 
»9 4 



2-7g/-3, 5-y7i;^» -N- (4-^5 1 ^-f , 7'/-Jl/- 2 — f 
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1 HNMR (CD C 1 3 ) 5:2. 31 (3H, d, J = 0. 9Hz), 6. 53 
(1H, d, J = 0. 9Hz) , 6. 76 (1H, d, J = 2. 4Hz) , 6. 
88 (2H, dd, J = l. 0, 7. 7Hz) , 6. 91-7. 38 (9H, m) 
FAB-MS (m/e) : 4 1 8 [M+H] + 
WkWQ 5 



2-7$/-5- (2-^h^>-7xy^» -N- U-*?)V-?7V- 

! HNMR (CDC 1 3 ) <5 : 2. 2 5- 2. 2 7 (3H, m) , 3. 8 6 (3H, 
s) , 6. 51 (1H, s) , 6. 73 ( 1 H, d, J = 9. 2Hz) , 6. 8 
0-6. 9 0 (2H, m) , 7. 0 4-7. 10 (4H, m) 
FAB-MS (m/e) : 3 5 6 [M + H] + 

mm 9 6 



2-7S7-5- (2-bh'a^>-7x;^» — N— (4-^)V-^7V 
-)V-2—j)V) ^>XT§ KCPgjg 

'HNMR (CDC 1 3 ) 6:2. 27 (3H, s), 5. 53 (1H, br), 
6. 52 (1H, s) , 6. 18-6. 21 (3H, m) , 6. 94-7. 06 
(3H, m) , 7. 1 4 (1H, s) 
FAB-MS (m/e) : 3 4 2 [M + H] + 

mm* 7 
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2-7^7-5- (2, 4-^7MP-7x/^y) — N— (4-*9MW-5=- 
77-JI/-2-- f;l/) ^>X75E®Wg 

X HNMR (CDC 1 3 ) 6:2. 15 (3H, s) , 5. 5 1 (1H, b r) , 
6. 51 (1H, d, J = l. 0Hz) , 6. 71-6. 93 (4H, m) , 7. 
00-7. 09 (2H, m) 
FAB-MS (m/e) : 3 6 2 [M + H] + 

mmm 9 8 




2-7$/-5- (2-bHa^f;P-7x/^» -N- (4-^)1- 
tZ^zJtl 2-^)V) ^>X7^ HOjjgg 

X HNMR (xCDCl 3 ) (5:2. 20 (3H, d, J = l. 0Hz) , 4. 7 
3 (2H, s) , 6. 49 (1H, d, J = l. 0Hz) , 6. 67 (1H, d 
d, J = l. 1, 8. 1Hz) , 6. 72 (1H, d, J = 8. 9Hz) , 7. 

01- 7. 16 (3H, m) , 7. 10 (1H, d, J = 2. 6 Hz) , 7. 3 
9 (1H, dd, J = l. 6, 7. 5Hz) 

FAB-MS (m/e) : 3 5 6 [M + H] + 

$mm% 9 

2- 7$y-5- (2-7-fe^;i/-7x/^-» -N- (4-,*3Sfr-^7V- 





)V- 2 — f JV) *>X75. HOPS 
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: HNMR (CDC 1 3 ) (5:2. 16 (3H, s) , 2. 61 (3H, s) , 5. 

63 (2H> brs) > 6. 5 0) 1H, s) , 6. 72 (1H, d> J = 8. 
4Hz) , 6. 78 (1H, d, J = 8. 4Hz) % 7. 04-7. 11 (2H, 

m) , 7. 20 (1H, s ) , 7. 27-7. 37 (1H, nO , 7. 79 (1 

H, dd, J = 7. 7, 1. 8Hz) 

FAB-MS (m/e) : 3 6 8 [M+H] 

m&moo 



2-7^7-5- [2- -7i/^>] — N— (4 

-^f;v-^7 > ;-jv-2-<;p) ^>x'7$ HtDii 

X HNMR (CDCI3) 6 : 1. 56 (3H, d, J = 6. 6Hz) , 2. 27 
(3H, s) , 4. 59 (2H, brs) , 5. 21 (1H, q, J = 6. 6H 
z) , 6. 52 (1H, s) , 6. 71 (1H, d, J = 8. 6Hz) , 6. 7 
5 (1H, d, J = 8. 6Hz) , 7. 04-7. 11 (2H, m) , 7. 14 
-7. 18 (1H, m), 7. 21 (1H, d, J = 2. 9Hz), 7. 50 (1 
H, d, J = 7. 3 Hz) 
FAB-MS (m/e) : 3 7 0 [M+H] 

m&m 101 



2-T5/-5- (2-M^'>-7iy^) -N- (4-^^-f7l/ 

X HNMR (DMSO-d 6 ) 6:2. 25 (3H, s) . 6. 73 (1H, s) , 
6. 81 (1H, d, J = 8. 9Hz), 6. 82 (1H, d, J = 7. 6Hz), 
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7. 00 (1H, dd, 3 = 2. 6, 8. 9Hz) , 7. 07-7. 12 (1H, 
m) , 7. 39-7. 42 ( 1 H, m) , 7. ,62 ( 1 H, d , 3 — 2. 6 Hz) , 
7.7 1 (1H, d, 3 = 7. 6Hz) 
FAB-MS (m/e) : 3 7 0 [M + H] + 

m&m 1 0 2 



2-T5/-5- (2, 6-^h^->-7x;^'» -N- (4 -*9\H/-9=- 
7l/-;V- 2 — TJP) 1>X7S. HCDM 

'HNMR (CDC 1 8 ) <5:2. 33 (3H, d, J = l. 1Hz) , 3. 80 
(6H, s) , 6. 52 (1H, d, J = l. 0Hz), 6. 65-6. 71 (3 
H, m) , 6. 9 8-7. 0 2 (2H, m) , 7. 11-7. 18 (1H, m) 
FAB-MS (m/e) : 3 8 6 [M + H] + 

mm 1 0 3 



2-757-5- (2, 6-ykHP^>-7x;^» -N- U~^)V~ 

'HNMR (CD C 1 3 ) (5:2. 30 (3H, s), 6. 47-6. 50 ( 1 H, 
m) , 6. 49 (1H, s), 6. 54-6. 58 (3H.ni), 6. 94-7. 
0 3 (2H, m) 

FAB-MS (m/e) : 3 5 8 [M+H] + 

mmm 1 o 4 
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2- 

7$/-5- (2-/f;^V7 7^-7xy^y) -N- (4-^^;v-^ 
7"/-)V- 2-4)V) 1>X7$. HOil 

X HNMR (CDC 1 s ) 6:2. 26 (3H, d, J = l. 0Hz), 2. 46 
(3H, s) , 6. 51 (1H, d, J = l. 0Hz) , 6. 74 (1H, d, 
J = 9. 4Hz) , 6. 75 (1H, d, J = 9. 2Hz) , 7. 05-7. 1 
1 (4H, m) , 7. 2 3-7. 2 6 (1H, m) 
FAB-MS (m/e) :3 7 2 [M + H] + 

$mm 10 5 




2-7$;-5-7i/^y-N- (4-* h^y^^)V-^7'/-)V~ 2 — f 
2k) ^>X7$ HQggg 

l HNMR (CDC 1 3 ) <5 : 3. 34 (3H, s) , 4. 24 (2H, s) , 

5. 5 0-5. 7 0 (2H, brs) , 6. 75 (1H, d, J = 8. 4Hz) , 

6. 84 (2 H, d, J = 7. 6Hz), 7. 01 (1H, t, J = 7. 6Hz), 

7. 06-7. 09 (2H, m) , 7. 25 (2H, t, J = 7. 6Hz), 1 
0. 4-10. 5 (1H, brs) 

FAB-MS (m/e) :3 5 6 [M + H] + 

wtw 1 0 6 




2-7^y-5-7x;^>-N-f77D [5, 4-b] <f'J^>-2— ( Jl 
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^>X75 F CP H IS 

'HNMR (CDC 1 8 ) 5:6. 79 ( 1 H, d, J = 8. 8 Hz) , 6. 83 
(2H, d, J = 8. 8Hz) , 7. 04 (1H, t, J = 8. 8Hz) , 7. 
10 (1H, dd, J = 2. 4, 8. 8 Hz) , 7. 26-7. 30 (3H, m) , 

7. 31 (1H, dt, J=4. 8, 8. OHz), 7. 76 (1H, d, J = 

8. OHz) , 8. 49 (1H, d, J=4. 8Hz) 
FAB-MS (m/e) : 3 6 3 [M+H] + 

mmm 1 o i 



'HNMR (CDC 1 3 ) 5:3. 40 (3H, s), 4. 15 (2H, s) , 
6. 55 (1H, s) , 6. 75 (1H, d, J = 8. 8Hz) , 6. 87 (1 
H, s) , 6. 91 (2H, d, J = 7. 2Hz) , 7. 03-7. 11 (3H, 
m) , 7. 25 (1H, dd, J = 2. 8Hz, 8. 8Hz) , 7. 30 (2H, 
t, J = 7. 2Hz) 

FAB-MS (m/e) : 4 3 8 [M + H] + 
mm\ 10 8 



2-757-5- (4-7MD-2-^h^>-7x;^y) — N— (4-/ 

J HNMR (CDC 1 3 ) 5:2. 31 (3H, d, J = l. OHz), 3. 84 
(3H, s) , 6. 53 (1H, d, J = l. OHz), 6. 5 6-6. 6 3 (1 
H, m) , 6. 73 (1H, d, J = 8. 8Hz) , 6. 74 (1H, d, J = 




2-757-5- 



->-n- [4- (i-^^-ih-<s^;-^- 
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10. 0Hz) , 6. 84 (1H, dd, J = 5. 7, 8. 8Hz) , 7. 03 
(1H, dd, J = 2. 6, 8. 8Hz), 7. 06 (1H, d, J = 2. 6H 
z) 

FAB-MS (m/e) : 3 7 4 [M + H] + 
U&\ 1 0 9 



2-7$/-3-7xy^y-5- (2-^^^77-Jk-7i;^y) - 



53 (1H, s) , 6. 7 2-6. 7 5 (1H, m) , 6. 77 (1H, d, J 
= 2. 5Hz), 6. 90 (1H, d, J = 2. 5Hz), 7. 03-7. 07 
(4H, m) , 7. 11-7. 2 3 (2H, m) , 7. 3 3- 7. 3 8 (2H, 
m) 

FAB-MS (m/e) :464 [M + H] + 

mtm 1 1 o 



2-757-5- (2-N, N-^^7S;^^-7x/^» — N— (4 

-^^-^77-;v-2--f^) soxy^Fomm 

*HNMR (CD 3 OD) <?:2. 30 (3H, s), 2. 56 (6H, s) , 3. 
97 (2H, s) , 6. 63 (1H, s) , 6. 7 9-6. 8 8 (2H, m) , 
7. 02-7. 11 (2H, m) , 7. 2 6-7. 3 2 (1H, m) , 7. 43 




'HNMR (CDC 1 3 ) 6:2. 27 (3H, s) , 2. 43 (3H, s) , 6. 
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(1H, d, J = 7. 5Hz) , 7. 48 ( 1 H, s) 
FAB-MS (m/e) : 3 8 3 [M+H] + 

mmm 1 1 1 




2-7$;-5-7x;^>-N- [4- (4-^;p-4H- [1, 2, 4] 
X75 FPU 

'HNMR (CDC 1 3 ) 5:3. 45 (3H, s) , 4. 39 (2H, s) , 

5. 5 0- 5. 7 0 (2H, brs) , 6. 76 (1H, d, J = 8. 8Hz) , 

6. 82 (1H, s) , 6. 92 (2H, d, J = 7. 6Hz), 7. 06-7. 
11 (2H, m) , 7. 20 (1H, d, J = 2. 4Hz) , 7. 31 (2H, 
t, J = 7. 6Hz) , 8. 09 (1H, s) , 9. 7 0-9. 9 0 (1H, b 
r s) 

FAB-MS (m/e) : 4 3 9 [M + H] ¥ + 
W£M 1 1 2 



2 -7$7- 5 - (4-7;i/^-D-2-^9 : -;P7 > ;i/7 7^-7x/^^) — N 

- (4-^^-f7'/--)V-2-^;V) ^>X7$H(PWg 

J HNMR (CDC 1 s ) 6:2. 18-2. 23 (3H,m), 2. 42 (3H, 

s), 6. 51 (1H, d, J = 0. 9Hz), 6. 68-6. 7 7 (3H, m) , 

6. 84-6. 9 3 (1H, m) , 7. 04 (1H, dd, 3 = 2. 2, 8. 6 

Hz) ,7.10 (1H, d, 3 = 2. 2Hz) 

FAB-MS (m/e) : 3 9 0 [M+H] + 
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©»J 1 1 3 




2-7^7-5- (4-7;i/^q-2-^^X^-;V-7x7^-» -N- 

(4-^fji/-^7y-;v-2-f^) ^>X7$ F<Dgwga 

'HNMR (CDC 1 3 ) 6:2. 18 (3H, s) , 3. 27 (3H, s), 5. 
69 (1H, br), 6. 50 (1H, s) , 6. 75 (1H, d, J = 8. 9 
Hz) , 6. 81 (1H, dd, J=4. 0, 8. 9Hz) , 7. 06 (1H, 
dd, J = 2. 4, 8. 9Hz) , 7. 13-7. 22 (1H, m) , 7. 31 
(1H, d, J = 2. 4Hz), 7. 73 (1H, dd, J = 3. 0, 7. 3H 
z) 

FAB-MS (m/e) :42 2 [M + H] + 
MM 1 1 4 




2-757-5- U-7)V*U-2-* : ?)VZ)V7J-)l-7x.;*r>') -N 
- (4-75^-^7^-^-2— HI/) ^>X75Fg>W» 
X HNMR (CDC 1 3 ) 5:2. 28-2. 34 (3H, m) , 2. 67 (3H, 
s), 6. 5 4 (1H, s), 6. 68-6. 8 0 <2H, m) , 7. 01-7. 
09 (2H, m), 7. 28 (1H, d, J = 2. 7 Hz), 7. 63-7. 7 
0 (1H, ra) 

FAB-MS (m/e) : 406 [M + H] + 
»£0!I1 1 5 
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2-757-5- (2-^fJVXMr;P-7i;^y) -N— (2-^)V- 

X HNMR (CDC 1 8 ) 6:2. 6 2 (3H, s) , 3. 3 3 (3H, s) , 5. 
60 (2H, brs) , 6. 77 (1H, d, J = 8, 8Hz) , 6. 85 (1 
H, d, J = 8. 1Hz) , 7. 09 (1H, dd, J = 8. 8, 2. 6Hz) , 
7. 20 (1H, dd, J = 7. 7, 7. 7Hz), 7. 31 ( 1 H, d, J = 
2. 6Hz) . 7. 50 (1H, ddd, J = 8. 1, 7. 7, 1. 6Hz) , 
7. 53 (1H, s) , 8. 05 (1H, dd, J = 7. 7, 1. 6Hz) , 8. 
8 6 (1H, brs) 

FAB-MS (m/e) : 40 4 [M + H] + 

mm 1 1 6 



2 -757-5 - (2-^?Jl/X;V7^^1/-7x/^>') -N- (2-*^ 



! HNMR (CDC 1 3 ) 5:2. 64 (3H, s) , 2. 90 (3H, s) , 5. 
57 (2H, brs) , 6. 71 (1H, d, J = 8, 1Hz) , 6. 76 (1 
H» d, J = 8. 8Hz) , 7. 02 (1H, dd, J = 8. 8, 2. 6Hz) , 
7. 24 (1H, d, J = 2. 6Hz) , 7. 29 (1H, dd, J = 7. 7, 
7. 7Hz) , 7. 37 (1H, ddd, J = 8. 1, 7. 7, 1. 7Hz) , 
7. 54 (1H, s) , 7. 92 (1H, dd, J = 7. 7, 1. 7Hz) , 8. 
7 3 (1H, brs) 

FAB-MS (m/e) : 3 8 8 [M + H] + 
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m&m 1 1 7 
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2-7$;-3-7x7^y-5- (2-^fMM^-7i/^» — N 
- (4-^^-^7V > -;^-2— ^>X7^ 

'HNMR (CD C 1 3 ) (5:2. 33 (3H, s), 3. 28 (3H, s), 6. 
54 (1H, s) , 6. 81 (1H, d, J = 2. 4Hz) , 6. 86 (1H, 
d, J = 7. 8Hz), 7. 05 (2H, d, J = 8. 2Hz), 7. 16-7. 
22 (2H, m) , 7. 19 (1H, d, J = 2. 4Hz) , 7. 37 (2H, 
t, J = 8. 2Hz) , 7. 50 (1H, dt, J = l. 4, 7. 8Hz) , 8. 
0 4 (1H, d d, J = l. 4, 7. 9Hz 
FAB-MS (m/e) :4 9 6 [M+H] + 

m m ' ± o) m m nj t e tt 
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If * <D ft H 

(l) a (i) 



o 




(I) 

R 1 ^ -S (O) p-A, -S- (O) q-BXtt-O-D^L 

esi$nTv^Tt)J:v^ii»c i - c i 0 7;wvs»u btoh 

^n^fibT, R 10 Tg^$nTViTt>ct^R 12 ^b. R 2 «tR^T, AD 
X 2 ^|W]PtfcNt^^L:i«^^) , S (I I) 




(II) 

Z.\Z&^T, R^^R^X^R^tfam^nTViTfe^V^ttmS^b, R 
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Aay>if, tHo^>>s, %moc 1 -cejjv^m, 

mw<DC3-c6m{k7mm. n, n 

-y77j^;V75;i, 77j|/tM+>'l 1 75;W!/^;i/fc;ps, n — 
T7)v*)v*})vn^)vm, rv-im. 7U-mi, N-7u-;uj$y 

n-7U-;i^;Mw;k7$/s, 7'j-;^ji/77^M l n-7V-)V% 
7o-r;i/S, 7d^>s, c 2 - c 6 7;i/# j -f n-c2 
-C67;^y-r;w7^y», ci-c6m^m N-ci-c67;i/ 

*^^77 ; E'fJH, N, N-^-Cl-C67JWX;l/77^JH, C 

i-C6 7;wi/x;u7^^;^, c 1 -c 6 7;wi/7Ji^x;ug, n-ci 
-C67;w^;i/fc;P75ys, ci-c67;^^>i, ci-C67;i/ 

<v*itvu;ps, -Yv^7v"y;i^ -fs^y-y^g, **-tfv* 

?v*U;Wfc fcTU^g, tf^vn;^ kfU^^n;^ tfU^-;PS, tf 

tfau;i^, tf5x;u«, 7U;ug, 7^if-;i/». < 
x;p«, fh7kHn75-jH 1 tf^^^-;ps, tr^u^-^S, trails* 

x;wg, -t^y/x, -fy*yu;wk -rv-r >ku;i^ -okiups, x 

n-fv^yy^n, ^>y-fs^/y;i^ ^>v^**+h/yji,a, ^>y^ 
7!/um > y> y 7 y u ^sxra^ > y 7 ] -eg^n* 

(2) 5£ (I) tfeViT, A©R 10 *«R 111 X«R lllv C*Jft$.nWT'b<kVi 

7yy;ug, -f$yyy;i^ ^7yy;wg, Frvryyjv 

^x-ji/^ hU77u;^ xh^yu;i/S, trysts, tru5^x;u 

7UJH, Ifl/>^'>7iZjH > ^I'^^S^xX;^ tr 
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7»;ij;nssu ^B©R ii >*jR»iixttR lii Tiajft$nwTfei^ 

R 1 1 1 TWft3ttTVvr fe«kWWto|C*S*;3*U R 2 ©R 1 °#R 1 i i x «R 1 1 ' 

Tii^nx^tfe^t^ws^^b, ^ (i i) T^sns axotu- 
5$ (i i) ©AfDju -jv&tfi^V u jus, -fa^/u;^, -tv^tvu 

1. 2, 4-?7^yj;H, 1, 3, 4-?7V7VVJm> h'J7 

o & 7D^yS, Cl-C6 7;l4mi, Cl-C6mMWrjH, 
c i - c 6 7;pn+^xttc l - c 6 7;m^^*;pjH-;i/ST» 0 . r 1 1 2 
*«**JK : F> *;u/^-f;p£, #;w?**>;n£, x^t^-ows, MJ7;m- 

o^^;i/S> AD^rm fcK 7^;i/*;i/g, 7U-;Wi, 7U- 

7U-;PX;^-jPS> 7n<M, 7D^yl, Bt^©Cl-C6 
7;WP£, Cl-C67MmS, Cl-C67Wx;i/7^rm 

ci-c6 7M;^^-jh, c i-c6 7;un^->s> ci-C6 7;j/n 
*'>*;Mfc:;i/*x«c 3 - c 6 y^D7M;^^T*sn^ i mm<D 

(3) 5£ (I) fcfcV»T, ACR 10 )!)tR"3 XHR n3 TBi$nTmj .^ 

vvn& ttvvvjum* ftvvml ^t^tvu;^ hU7v/u;us, 

^?l/>Wy7x-MXttt!'J K^7VU;^T*f3, BOR 10 ^ 1 ^ 
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nwrfcj^^xn;^ j-yj-jm, trusts. ifi^>y^->7i- 

HMJUZ^^isy^^y ^-)imx& «3 , DCOR 1 1 1 3 XteR 1 1 3 Ttt 

^^nr^Tt> ^mt7mmx$> r 2 ©r 1 °^r 1 1 3 x«r 1 1 3 xm^n 

^■xn^jvm. Any>M^, kFP*>^ ®§t©C 1 -C 6 7;Wl^ M 

Vt<DMnc3-C9mk7m&* ci-c67;V3^>i, ci-c6y;i/n^ 
^auvtfrji^ c i - c 6 7)i*)Vttmxfec i - c 6 7;wi/x;Mn~;1/ 

*V3, ^ (i i) ©^\xP7U-;i/S©R 10 ^R 112 X«R 112 Tg 
lft$nTViTt)J;^^t:**ST?*0, ^ (I I) ©Afn7'J - JWfe&W V 

y;vak -f$yyy;m -fy^7i/u;vs, i, 2, 4-^7>>77y;i^ 
1. 3, 4-^7v?7Vu;^ hU7Vu;^ w/'jjn, -rv+ity 

(4) i£ (I) \Z&^Ts A(DR 10 ^R 113 X\tR 113 XUm^HX^Xh^ 

7u;ps, ^ityu;p«> ^77u;i/*> ^7^71/u;^ MJ7yu;Wk 
y 'xnihsxtttru K^ryu;i^an?*D, b©r io ^r ii3 x«r ii3 ts^i 

SnTViTfeJ;V^b*SSST?*D, DOR 12 *«R 10 TMil$tlTMT ! b<J;^7 
x^J«, tTUSWg, I^W>^t*y7x-JHXtt^^V> 

-W'>7z-;PSl?*D, D©R 10 ^R 113 XteR 113 Tg$£ftT^Tfc£ 
Vi«fl2**XT?» 0 . R 2 OR 1 °^R 1 1 3 XteR 1 1 3 l:g$£nwc<ib <k V>&<fb 

7m&x&v, R ii3 ^7mm^ %)v#*z/)im, bvy)v*u*?j\,& a 

c i - c 6 7J^;i/f«ttc i - c 6 7;wi/x;i^-;pst& tK i^a 

(II) <Z)R 10 7>\ R 114 XttR 114 TM$nT^Tfe<fc^^{b7jc^T*0, 

Pn*->S, 7U-^S, 7U-;^*», l«oci-c6m;n, ci 
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-C67A*)\&*& C 1-C6 7;^^>SX«C l-C6 7;i/3+yM 

(5) ft (I) ^©R^-S (O) p-AXttS- (O) q-BT?J5?>^JS 
4<D{fr&tl. 

(6) 5£ (I) 4 , ©R 1 ^-0-D7?^§»^4T^§^t;c 

(7) ft (I) ^©X^^X^^tCCH-r^^^JSSfB^b^tlo 

(8) ^ (I) tOX^^X^-^g^^T^^if^SEft^b^tJo 

(9) ^ (i) 4 j ©x 1 RcKx 2 ^^cH-efesffi^4iem©ft;^ 0 

(i o) ft (i) ^0X 1 ^x 2 ©-^amM^-e^§«^«4fB«^b^o 

(i 2) it^i75si om^n^ztmwk&w^mf&fttTzmmmx 
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A Translation from Rising Sun Communications 1 
WO03/080585 Al CAUTION : TRANSLATION STANDARD is 

POST-EDITED MACHINE TRANSLATION 

Specification 

Novel amino benzamide derivative. 
The Field of Technology 

This invention relates to glucokinase activator containing as effective ingredient amino benzamide 
derivative, and moreover, it relates to novel amino benzamide derivatives or salts thereof. 

Background Technique 

Glucokinase (GK) (ATP: D-hexose 6-phosphotransferase, BC2.7.1.1) is one of four kinds of 
hexokinases of mammals (hexokinase IV). Hexokinase is the enzyme of the very first step of 
glycolytic pathway and catalyses reaction from glucose to glucose 6 phosphoric acid . In glucokinase, 
expression is mainly localised to liver and pancreas beta cell, and important role is carried out to 
glucose metabolism of whole body by controlling rate-limiting step of glucose metabolism of these 
cells. As for the glucokinase of liver and pancreas beta cell, sequence of N-terminal 15 amino acids is 
respectively different due to the difference of splicing. However, enzymatic characteristic is same. 
The Km with respect to glucose of glucokinase is close to the blood glucose level of 8 mM, whereas 
physiological enzyme activity reaches saturation with glucose concentration less than 1 mM as for 
three hexokinases other than glucokinase (I, II, III) . Accordingly facilitation of intracellular glucose 
metabolism through glucokinase is caused in the form that responded to the blood glucose change of 
blood glucose rise (10-15 mM) after meal from normal blood sugar (5 mM). 

From about 10 years ago, a hypothesis that the glucokinase works as glucose sensor of pancreas beta 
cell and liver was proposed. From results of recent glucokinase gene manipulation mouse, it is 
becoming clear that glucokinase in fact plays an important role in glucose homeostasis of whole 
body. The mouse with destroyed glucokinase gene dies soon after birth. However, on the other hand, 
as for the mouse which overexpressed glucokinase, blood glucose level becomes low. The reaction of 
hepatocyte is different from pancreas beta cell during glucose concentration rise, but in each case, it 
corresponds to the direction to lower blood glucose. The pancreas beta cells start to secrete more 
insulin, the liver takes up sugar, and stores as glycogen and at the same time causes decrease of sugar 
release. 
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In this way variation of glucokinase enzyme activity plays an important role in glucose homeostasis 
of mammal through liver and pancreas beta cell. Glucokinase gene mutation is discovered in the case 
which onset turns diabetes mellitus in young into that known as MODY2 (maturity- onset diabetes of 
the young), and the fall of glucokinase activity is the cause of blood glucose increase . On the other 
hand, the lineage having mutation to increase glucokinase activity is also found, and such persons 
show hypoglycemia symptom. 

Because of these facts, glucokinase functions as glucose sensor also in human being, and plays an 
important role in glucose homeostasis. On the other hand, the blood glucose control using 
glucokinase sensor system is regarded as possible with many type II diabetes patients. Because insulin 
secretion promotion action of pancreas beta cell and facilitation of sugar uptake and sugar release 
inhibitory action of liver can be expected in glucokinase activator, , it is considered to be useful as 
therapeutic drug of type II diabetes by. 

Recently, it was revealed that pancreas beta cell type glucokinase was expressed in the rat brain, in 
particular localised in feeding centre (Ventromedial hypothalamus, VMH). Neurons of about 20 % of 
VMII were known as glucose responsive neurons, and were considered to play an important role in 
body weight control in the past. When glucose is administered to intracerebral of rat, food 
consumption decreases, whereas when glucose metabolism is suppressed by intracerebral 
administration of glucose analogue, glucosamine overfeeding occurs. It was revealed from 
electrophysiological experiment that glucose responsive neuron is activated corresponding to 
physiological glucose concentration change (5-20 mM), but inhibition of activity is observed when 
glucose metabolism is inhibited with glucosamine and the like. 

Mechanism through glucokinase same as insulin secretion of pancreas beta cell is assumed in glucose 
concentration perception system of VIIM. Accordingly the substance that activates glucokinase of 
VHM in addition to liver, pancreas beta cell can possibly be expected to correct problem of obesity in 
many type II diabetes patients in addition to blood glucose correction effect. 

The compound which has glucokinase activation action, from aforesaid description, is useful as 
diabetes therapeutic agent and/or preventative agent, or therapeutic agent and/or preventative agent 
of chronic complication of diabetes mellitus such as for example retinopathy, nephropathy, neurosis, 
ischemic cardiac disease, arteriosclerosis or the like, further as preventative agent and/or therapy of 
obesity. 
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As the compound which is structurally similar to this invention, a compound represented by formula 



is disclosed in a bulletin No. WO00/26202. However the aforesaid compound docs not have amino 
group on benzamide skeleton, and compound concerned with this petition is apparently different in 
structure. Moreover, applications of compound of description of aforesaid formulae (III) are 
concerned with CDK inhibitor or anticancer agents, is not described in above-mentioned bulletin No. 
WO00/26202 regarding the diabetes mellitus that is the application of this invention, and moreover 
there is no description suggesting it. 

Moreover, formula (rV) 



is disclosed in a bulletin No. WO00/391 18. The aforesaid compound (IV) does not have nitrogen 
atom next to the carbon atom bonded to nitrogen atom of NH group of carbamoyl group, and 
different from the compound of this petition in structure. Moreover, applications of the aforesaid 
compound (V) are ones about Factor Ax, and are different from the diabetes mellitus that is the 
application of this petition. Moreover, that, in the above-mentioned literature bulletin No. 
WO00/391 18, which disclosed aforesaid compound (IV), there is no description that the compound 
(IV) is useful as therapeutic agent and/or preventative agent of diabetes, nor a description suggesting 
this. Moreover, compound and the like represented by formula (V) 



(111) 




(HI) 




(IV) 
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MeS 



Me 



Me 



(V) 



is described in a bulletin No. WO00/391 18. However, aforesaid compound (V) contains piperazinyl 
group in the carbonyl group side of amide group, and this petition compound is clearly structurally 
different. Moreover, these compounds are related to Factor Xa inhibitor, and moreover the diabetes 
mellitus that is the application to be concerned with this petition compound is clearly different, and 
there is no suggestion that these compounds are useful in diabetes mellitus in said bulletin. 

Moreover, compound represented by formula (VI) 



is disclosed in Kokai 64-25764. However, the said compound contains nitro group on benzamide 
skeleton, and this petition compound containing amino group is structurally different. 

Moreover, the following formula (VII) 




(VI) 



Me 




Me 



O 



(VII) 
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is disclosed to have an action to treat diabetes cases, in a bulletin No. WO01/10865. However, the 
compound represented by formula (VII) is structurally different from this petition compound as 
containing methoxy group in R 1 , and not containing amino group on benzamide skeleton. 

Disclosure of the invention. 

The object of this invention is to put forward the following. Namely, a therapeutic agent and/or 
preventative agent for diabetes cases to be increased activity of glucokinasc by binding to 
glucokinase,, and an antiobesity agent which acts by stimulating satiety center by activating 
glucokinase. 

As described above, there are merits such as for example, that the compound in accordance with this 
invention has drug efficacy superior to preexisting diabetes mellitus drug, development of new drug 
efficacy that was not had in preexisting diabetes mellitus drug is possible. 

So, these inventors carried out assiduous investigation to develop the novel diabetes mellitus drug 
having superior drug efficacy to aforesaid existing drug through different action mechanism from 
preexisting diabetes mellitus drug and also containing new drug efficacy. As a result, these inventors 
discovered that compound represented by formula (1) had glucokinase activation action. This 
invention was completed based on this discovery. 

In other words, this invention relates to the following, namely, 

(1) A compound or the pharmacologically acceptable salts thereof represented by formula (1) 

o 

R VVSi— o 

R 2 -^X 2 '%H 2 N ^ 
(I) 

(wherein,. R 1 denotes -S(0)p-A, -S-(0)q-B or -O-D (wherein p and q may be the same or different, 
and denote an integer of 0 to 2, and A denotes CI -CIO alkyl group of the straight chain which may 
be substituted by R 10 . B and D each independently denote the R 12 which may be substituted by R 10 , 
and R 2 denotes straight or branched chain CI-C6 alkyl group which may be substituted by hydrogen 
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atom, halogen atom or R ,n . XI and X2 each independently denote N or CH. (wherein XI and X2 
docs not simultaneously comprise N). Formula (II) 



denotes a monocyclic or bicyclic heteroaryl group having nitrogen atom adjacent to the carbon atom 
bonded to amide group(said heteroaryl group may be substituted by R 10 ), (wherein R 10 denotes R !1 or 
a hydrocarbon group which may be substituted by R n , and R 11 denotes a hydrogen atom, amino 
group, carbamoyl group, carbamoyl amino group, carbamoyioxy group, carboxyl group, cyano group, 
sulphamoyl group, trifluoromethyl group, halogen atom, hydroxy group, formyl group, straight chain 
C1-C6 alkyl group, cyclic C3-C9 hydrocarbon group, aralkyl group, N-aralkyl amino group, N,N- 
diaralkyl amino group, aralkyloxy group, aralkyl carbonyl group, N-aralkyl carbamoyl group, aryl 
group, arylthio group, N-arylamino group, aryloxy group, aryl sulphonyl group, aryl sulphonyloxy 
group, N-arylsulfonylamino group, aryl sulphamoyl group, N-aryl carbamoyl group, aroyl group, 
aroxy group, C2-C6 alkanoyl group, N-C2-C6 alkanoyl amino group, C1-C6 alkylthio group, N-Cl- 
C6 alkyl sulphamoyl group, N,N-di-Cl-C6 alkyl sulphamoyl group, C1-C6 alkyl sulphinyl group, Cl- 
C6 alkylsulfonyl group, N-C1-C6 alkylsulfonyl amino group, C1-C6 alkoxy group, C1-C6 alkylamino 
group or C1-C6 alkoxycarbonyl group, and R 12 denotes phenyl group, naphthyl group, isoxazolyl 
group, isothiazolyl group, imidazolyl group, oxazolyl group, thiazolyl group, thiadiazolyl group, 
thienyl group, triazolyl group, tetrazolyl group, pyridyl group, pyrazinyl group, pyrimidinyl group, 
pyridazinyl group, pyrazolyl group, pyrrolyl group, pyranyl group, furyl group, furazanyl group, 
imidazoMdinyl group, tetrahydrofuranyl group, piperazinyl group, piperidinyl group, pyrrolidinyl 
group, morpholino group, isoquinolyl group, isoindolyl group, indolyl group, ethylenedioxy phenyl 
group, methylenedioxyphenyl group, quinolyl group, pyrido thiazolyl group, dihydroindolyl group, 
tetrahydroquinolinyl group, tetrahydroiso quinolinyl group, benzimidazolyl group, benzoxazolyl 
group, benzothiazolyl group, benzotriazolyl group or benzofuranyl group).]. 

(2) A compound wherein, in aforesaid (1), R 10 of A denotes R in or the hydrocarbon group which 
may be substituted by R m , R 12 of B denotes phenyl group, isothiazolyl group, imidazolyl group, 
oxazolyl group, thiazolyl group, thiadiazolyl group, thienyl group, triazolyl group, tetrazolyl group, 
pyridyl group, pyrimidinyl group, furyl group, ethylenedioxy phenyl group, methylenedioxyphenyl 
group, pyrido thiazolyl group, benzimidazolyl group, benzothiazolyl group or benzotriazolyl group 
which may be substituted by R 10 , and also R 10 of B denotes R ,n or the hydrocarbon group which may 
be substituted by R 111 , R 12 of D denotes phenyl group, naphthyl group, pyridyl group, pyrazinyl 




(ii) 
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group, pyrimidinyl group, ethylenedioxy phenyl group, methylenedioxyphenyl group or quinolyl 
group which may be substituted by R 10 , and R 10 of D denotes R 111 or hydrocarbon group which may be 
substituted by R 1U , and R 10 of R 2 denotes R 111 or the hydrocarbon group which may substitute by 
R 111 , and R 10 of the heteroaryl group represented by formula (II) is R 112 or, the hydrocarbon group 
which may be substituted by R 112 , and heteroaryl group of formula (II) is thiazolyl group, imidazolyl 
group, isothiazolyl group, 1 ,2,4-thiadiazolyl group, 1,3,4-thiadiazolyl group, triazolyl group, 
oxazolyl group, isoxazolyl group, pyrazinyl group, pyridyl group, pyrimidinyl group, pyrido thiazolyl 
group or benzothiazolyl group, and R 111 is hydrogen atom, carbamoyloxy group, carboxyl group, 
cyano group, trifluoromethyl group, halogen atom, hydroxy group, C1-C6 alkyl group of straight 
chain, cyclic saturated C3-C9 hydrocarbon group, aralkyl group, aryl group, arylthio group, aroyl 
group, aroxy group, C1-C6 alkyl group of straight chain, C1-C6 alkylthio group, C1-C6 alkylsulfonyl 
group, C1-C6 alkoxy group or C1-C6 alkoxycarbonyl group, and R 112 is hydrogen atom, carbamoyl 
group, carboxyl group, sulphamoyl group, trifluoromethyl group, halogen atom, hydroxy group, 
aralkyl group, aryl group, arylthio group, aryl sulphonyl group, aroyl group, aroxy group, C1-C6 
alkylthio group, C1-C6 alkyl sulphinyl group, C1-C6 alkylsulfonyl group, C1-C6 alkoxy group, Cl- 
C6 alkoxycarbonyl group or C3-C6 cycloalkyl oxy group. 

(3) A compound wherein, in aforesaid (1), R 10 of A is R 113 or the hydrocarbon group which may be 
substituted by R 113 , R 12 of B is phenyl group, imidazolyl group, oxazolyl group, thiazolyl group, 
thiadiazolyl group, triazolyl group, tetrazolyl group, pyridyl group, pyrimidinyl group, ethylenedioxy 
phenyl group, methylenedioxyphenyl group or pyrido thiazolyl group which may be substituted by 
R 10 , R 10 of B is R m or the hydrocarbon group which may be substituted by R m . R 12 of D is phenyl 
group, naphthyl group, pyridyl group, ethylenedioxy phenyl group or methylenedioxyphenyl group 
which may be substituted by R 10 . R 10 of D is the hydrocarbon group which R 113 or may be substituted 
by R 113 . RIO of R 2 is the hydrocarbon group which may substitute R 113 or by R 113 . R 113 is hydrogen 
atom, carboxyl group, trifluoromethyl group, halogen atom, hydroxy group, C1-C6 alkyl group of 
straight chain, cyclic saturated C3-9 hydrocarbon group, C1-C6 alkoxy group, C1-C6 alkoxycarbonyl 
group, C1-C6 alkylthio group or C1-C6 alkylsulfonyl group, and R 10 of heteroaryl group of formula 
(II) is the hydrocarbon group which R 112 or may be substituted by R 11 2, heteroaryl group of formula 
(II) is thiazolyl group, imidazolyl group, isothiazolyl group, 1 ,2,4-thiadiazolyl group, 1,3,4- 
thiadiazolyl group, triazolyl group, oxazolyl group, isoxazolyl group, pyrazinyl group, pyridyl group, 
pyrimidinyl group, pyrido thiazolyl group or benzothiazolyl group. 
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(4) A compound wherein, in aforesaid (1),R 1() of A is the hydrocarbon group which R 113 or may be 
substituted by R 113 . R 12 of B is phenyl group, imidazolyl group, oxazolyl group, thiazolyl group, 
thiadiazolyl group, triazolyl group, pyridyl group, pyrimidinyl group, ethylenedioxy phenyl group, 
methylenedioxyphenyl group or pyrido thiazolyl group which may be substituted by RIO. R 10 of B is 
the hydrocarbon group which R m or may be substituted by R 113 . R 12 of D is phenyl group, naphthyl 
group, pyridyl group, ethylenedioxy phenyl group or methylenedioxyphenyl group which may be 
substituted by R 10 . R 10 of D is R 113 or the hydrocarbon group which may be substituted by R 113 . R 10 of 
R 2 is R 113 or the hydrocarbon group which may substitute by R 113 . R 113 is hydrogen atom, carboxyl 
group, trifluoromethyl group, halogen atom, hydroxy group, straight chain C1-C6 alkyl group, 
cyclic saturated C3-C9 hydrocarbon group, C1-C6 alkoxy group, C1-C6 alkoxycarbonyl group, Cl- 
C6 alkylthio group or C1-C6 alkylsulfonyl group, and R 10 of formula (II) is R 114 or the hydrocarbon 
group which may be substituted by R n4 . R 114 is hydrogen atom, carboxyl group, trifluoromethyl 
group, halogen atom, hydroxy group, aryl group, arylthio group, straight chain C1-C6 alkyl group, 
C1-C6 alkylthio group, C1-C6 alkoxy group or C1-C6 alkoxycarbonyl group. 

(5) A compound in aforesaid (4), wherein R 1 in formula (1) is -S(0)p-A or -S-(O) q-B. 

(6) A compound in aforesaid (4), wherein R 1 in formula (1) is -O-D. 

(7) A compound in accordance with aforesaid (3), wherein XI and X2 in formula (1) are both CH. 

(8) A compound in accordance with aforesaid (3), wherein either one of XI and X2 in formula (1) is 
nitrogen atom. 

(9) A compound of aforesaid (4), wherein XI and X2 in formula (1) are both CH. 

(10) A compound in accordance with aforesaid (4), wherein either one of XI and X2 in formula (1) 
is nitrogen atom. 

(11) A glucokinasc activator, wherein the effective ingredient comprises a compound in accordance 
with any of aforesaid (1) to (10). 

(12) A therapeutic agent and/or preventative agent of diabetes mellitus, wherein the effective 
ingredient comprises a compound in accordance with any of aforesaid (1) to (10). 
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(13) A therapeutic agent and/or preventative agent of diabetes mcllitus or obesity, wherein the 
effective ingredient comprises a compound in accordance with any of aforesaid (1) to (10). 

(14) A therapeutic agent and/or preventative agent of obesity, wherein the effective ingredient 
comprises a compound in accordance with an as either of aforesaid (1) to (10). 

Below meaning of term used in this specification is described, and further this invention is described 
in greater detail. 

As "aryl group", hydrocarbon ring aryl group and the like of carbon number 6-14 such as for example 
phenyl group, naphthyl group, biphenylyl group, anthryl group and the like are nominated. 

As "lower alkyl group", preferably 1-6 C straight or branched chain alkyl group is denoted, and for 
example methyl group, ethyl group, propyl group, isopropyl group, butyl group, isobutyl group, sec- 
butyl group, tcrt-butyl group, pentyl group, isoamyl group, neopentyl group, isopentyl group, 1,1- 
dimethylpropyl group, 1 -methyl butyl group, 2-methylbutyl group, 1,2-dimethylpropyl group, hexyl 
group, isohexyl group, 1 -methyl pentyl group, 2-methyl pentyl group, 3-methyl pentyl group, 1,1- 
dimethylbutyl group, 1,2-dimethylbutyl group, 2,2-dimethyl butyl group, 1,3- dime thylbutyl group, 
2,3-dimethyl butyl group, 3,3-dimethyl butyl group, 1 -ethyl butyl group, 2-ethyl butyl group, 1,2,2- 
trimethylpropyl group, 1 -ethyl-2-methylpropyl group and the like are nominated. 

As "cycloalkyl group", 3-9 C monocyclic saturated hydrocarbon group is denoted, and for example 
cyclopropyl group, cyclobutyl group, cyclopentyl group, cyclohexyl group, cycloheptyl group and 
the like are nominated. 

As "lower alkoxy group", the group in which hydrogen atom of hydroxy group is substituted with 
aforesaid lower alkyl group is denoted, and for example methoxy group, ethoxy group, propoxy 
group, isopropoxy group, butoxy group, sec-butoxy group, tert butoxy group, pentyloxy group, 
isopcntyloxy group, hcxyloxy group, isohcxyloxy group and the like arc nominated. 

As "aralkyl group", aforesaid lower alkyl group containing said aryl group is denoted, and for example 
benzyl group, 1 -phenylethyl group, 2-phenyiethyl group, l-naphthy!methyl group, 2- 
naphthylmethyl group and the like are nominated. 
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As "aralkyl amino group", a group in which hydrogen atom of amino group is mono substituted with 
said aralkyl group, and for example benzylamino group, phenethyl amino group and the like are 
nominated. 

As "diaralkyl amino group", a group in which hydrogen atoms of the same or different amino groups 
arc disubstitutcd with said aralkyl group is denoted, and for example dibcnzylamino group, N-bcnzyl- 
2-phenylethylamino group and the like are nominated. 

As "aralkyl carbamoyl group", a group in which hydrogen atom bonded to nitrogen atom of 
carbamoyl group is monosubstituted with said aralkyl group is denoted, and for example benzyl 
carbamoyl group, phenylethyl carbamoyl group and the like are preferred. 

As "alkyl sulphamoyl group", a group in which hydrogen atom of NH2 of said alkyl sulphamoyl 
group is mono substituted with said alkyl group is denoted, and, , and for example methyl sulphamoyl 
group, ethyl sulphamoyl group, isopropyl sulphamoyl and the like arc preferred. 

As "dialkyl sulphamoyl group", a group in which that hydrogen atoms of NH2 of said alkyl 
sulphamoyl group are disubstituted with the same or different said alkyl groups is denoted, and for 
example dimethyl sulphamoyl group, diethyl sulphamoyl group, methylethyl sulphamoyl group and 
the like are nominated. 

"Heteroaryl group" means a 4 to 7-mcmbered monocycle which contains 1 to 3 heteroatoms 
selected from oxygen atom, sulfur atom and nitrogen atom in aforesaid heteroaryl group, or a 
bicyclic heteroaryl group in which said monocycle is condensed with pyridine ring or benzene ring, 
and for example furyl group, thienyl group, pyrrolyl group, imidazolyl group, pyrazolyl group, 
thiazolyl group, thiadiazolyl group, isothiazolyl group, oxazolyl group, isoxazolyl group, pyridyl 
group, pyrimidinyl group, pyrazinyl group, quinolyl group, isoquinolyl group, quinazolinyl group, 
quinolidinyl group, quinoxalinyl group, cinnolinyl group, benzimidazolyl group, imidazo pyridyl 
group, benzofuranyl group, naphthyridinyl group, 1,2-bcnzo isoxazolyl group, bcnzoxazolyl group, 
benzothiazolyl group, oxazolo pyridyl group, pyrido thiazolyl group, isothiazolo pyridyl group, 
benzo thienyl group and the like are nominated. 
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As "halogen atom", for example fluorine atom, chlorine atom, bromine atom and iodine atom are 
denoted. 

As "lower alkyl carbamoyl group", carbamoyl group mono substituted with aforesaid lower alkyl 
group is denoted, and for example me thy I carbamoyl group, ethyl carbamoyl group, propyl carbamoyl 
group, isopropyl carbamoyl group, butyl carbamoyl group, sec-butyl carbamoyl group, tert-butyl 
carbamoyl group and the like arc nominated. 

As "dilower alkyl carbamoyl group", carbamoyl group disubstituted with the same or different 
aforesaid lower alkyl groups is denoted, and, as "dilower alky! carbamoyl group", for example 
dimethylcarbamoyl group, diethylcarbamoyl group, ethylmethyl carbamoyl group, dipropyl 
carbamoyl group, methylpropyl carbamoyl group, diisopropyl carbamoyl group and the like are 
nominated. 

As "lower alkyl amino group", amino group mono substituted by aforesaid lower alkyl group is 
denoted, and for example mcthylamino group, cthylamino group, propylamino group, isopropyl- 
amino group, butyl amino group, sec-butylamino group or tert-butylamino group and the like are 
nominated. 

As "dilower alkyl amino group", amino group disubstituted by the same or different aforesaid lower 
alkyl groups is denoted, and for example dimethylamino function, diethylamino group, 
dipropylamino group, methylpropyl amino group or diisopropylamino group and the like are 
nominated. 

As "aralkyl amino group", a group in which hydrogen atom of amino group is mono substituted with 
said aralkyl group is denoted, and for example benzylamino group, phenylethylamino group or 2- 
phenylethylamino group and the like are nominated. 

As "diaralkyl amino group", a group in which hydrogen atoms of amino group are disubstituted with 
said aralkyl groups is denoted, and for example dibcnzylamino group, diphcnylcthyl amino group or 
benzyl phenylethylamino group and the like are proposed, and the said aralkyl group may be the 
same or different. 
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As "aralkyloxy group", a group in which said aralkyl group and oxygen atom are bonded is denoted, 
and for example bcnzyloxy group, phenylethyl oxy group, 2 -phenylethyl oxy group and the like arc 
nominated. 

As "aralkyl carbonyl group", a group combined said aralkyl group with carbonyl group is denoted, and 
for example benzyl carbonyl group, phenylethyl carbonyl group and the like are nominated. 

As "aralkyl carbamoyl group", a group in which hydrogen atom of carbamoyl group is mono 
substituted with said aralkyl group is denoted, and for example benzyl carbamoyl group, phenylethyl 
carbamoyl group, 2-phenylethyl carbamoyl group and the like are nominated. 

As "arylthio group", a group in which hydrogen atom of thiol group is substituted with said aryl group 
is denoted, and for example phenylthio group, naphthyl thio group, .biphenyl thio group and the like 
are nominated. 

As "arylamino group", a group in which hydrogen atom of amino group is mono substituted with said 
aryl group is denoted, and for example phenylamino group, naphthyl amino group, biphenyl amino 
group and the like are nominated. 

As "aryloxy group", a group in which hydrogen atom of hydroxy group is substituted with said aryl 
group is denoted, and for example phenyloxy group, naphthyloxy group, biphenyl oxy group and the 
like are nominated. 

As "aryl sulphonyl group", a group combined said aryl group with sulphonyl group is denoted, and for 
example phenylsulfonyl group, naphthyl sulphonyl group and the like are nominated. 

As "aryl sulphonyloxy group", a group in which hydrogen atom of hydroxy group is substituted with 
said aryl sulphonyl group is denoted, and for example phenylsulfonyl oxy group, biphenyl 
sulphonyloxy group and the like are nominated. 

As "arylsulfonylamino group", a group in which hydrogen atom of amino group is mono substituted 
with said aryl sulphonyl group is denoted, and for example phenylsulfonyl amino group, naphthyl 
sulfonyl amino group or biphenyl sulfonyl amino group and the like are nominated. 
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As "aryl sulphamoyl group", a group in which hydrogen atom of sulphamoyl group is mono 
substituted with aryl group is denoted, and for example phenyl sulphamoyl group, naphthyl 
sulphamoyl group, biphenyl sulphamoyl group and the like are nominated. 

As "aryl carbamoyl group", a group in which hydrogen atom of carbamoyl group is mono substituted 
with aryl group is denoted, and for example phenylcarbamoyl group, naphthyl carbamoyl group, 
biphenyl carbamoyl group and the like arc nominated. 

As "aroyl group", a group combined said aiyl group with carbonyl group is denoted, and for example 
phenyl carbonyl group, naphthyl carbonyl group and the like are nominated. 

As M aroxy group", a group in which said aroyl group and oxygen atom are bonded is denoted, and for 
example phenyl carbonyl oxy group, naphthyl carbonyl oxy group and the like are nominated. 

As "alkanoyl group", a group combined said alkyl group with carbonyl group is denoted, and for 
example methyl carbonyl group, ethyl carbonyl group, propyl carbonyl group, isopropyl carbonyl 
group and the like are nominated. 

As "alkanoyl amino group", a group combined said alkanoyl group with amino group is denoted, and 
for example methyl carbonylamino group, ethyl carbonylamino group, isopropyl carbonylamino 
group and the like are nominated. 

As "alkylthio group", a group in which said alkyl group and sulfur atom are bonded is denoted, and for 
example methylthio group, ethylthio group, propylthio group, isopropylthio group and the like are 
nominated. 

As "alkyl sulphamoyl group", a group in which hydrogen atom of sulphamoyl group is mono 
substituted with said alkyl group is denoted, and for example methyl sulphamoyl group, ethyl 
sulphamoyl group, propyl sulphamoyl group, isopropyl sulphamoyl group and the like are nominated. 

As "dialkyl sulphamoyl group", a group in which hydrogen atom of sulphamoyl group isdisubstituted 
with said alkyl group is denoted, and for example dimethyl sulphamoyl group, diethyl sulphamoyl 
group, methylethyl sulphamoyl group and the like are proposed, and the said alkyl group may be the 
same or different. 
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As "alkyl sulphinyl group";, a group combined said alkyl group with sulphinyl group is denoted, and 
for example methyl sulphinyl group, ethyl sulphinyl group, isopropyl sulphinyl group and the like are 
nominated. 

As "alkylsulfonyl group", a group combined said alkyl group with sulphonyl group is denoted, and for 
example m ethyl sulfonyl group, cthylsulfonyl group, propyl sulphonyl group, isopropyl sulphonyl 
group and the like are nominated. 

As "alkylsulfonyl amino group", a group in which hydrogen atom of amino group is mono substituted 
with said alkylsulfonyl group is denoted, and for example methylsulphonylamino group, ethylsulfonyl 
amino group, propyl sulfonyl amino group or isopropyl sulfonyl amino group and the like are 
nominated. 

As "alkoxycarbonyl group", a group in which hydrogen atom of carboxyl group is substituted with 
said alkyl group is denoted, and for example mcthoxycarbonyl group, cthoxycarbonyl group, propyl 
carbonyl group, isopropyl carbonyl group and the like are nominated. 

As "hydrocarbon group", 1-6 C straight chain alkyl group is denoted, or among carbon atoms 
constituting alkyl group of said straight chain, 1 or 2, preferably 1 carbon atom may be replaced with 
nitrogen atom, sulfur atom or oxygen atom, or carbon atoms in said 1-6 C straight chain alkyl group 
may be bonded with double bond or triple bond. The number of said double bond or triple bond is 
preferably 1 or 2, and it is more preferred to be 1 . 

As said hydrocarbon group, in an embodiment, it is preferred to be a group represented by for 
example methyl group, ethyl group, propyl group, butyl group or isopropyl group or following 
formula (VIII) 




Me 



H 2 



H 2 ^2 H 2 



(VIII) 
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, and it is more preferred to be group represented by for example methyl group, ethyl group, 
isopropyl group or propyl group or following formula (IX) 

(IX) 

As "cyclic C3-C9 hydrocarbon group", a group in which 3-9 C saturated or unsaturated hydrocarbon 
group forms a ring structure among aforesaid hydrocarbon group is denoted. 

As hydrocarbon group of cyclic C3-C9, cyclic 3-9 C saturated hydrocarbons group is preferred. 

In a further embodiment as cyclic C3-C9 hydrocarbon group, it is preferred to be for example 
cyclopropyl group, cyclobutyl group, cyclopentyl group or cyclohexyl group, and it is more preferred 
to be for example cyclopropyl group, cyclobutyl group or cyclopentyl group. 

About amino benzamide derivative in accordance with this invention, in order to disclose further 
embodiments, it is described using various symbols used in aforesaid formula (1) with nominating 
embodiment. 

R 1 denotes -S(0)p-A, -S(0)q-B or -O-D. 

p and q respectively independently denote an integer of 0 to 2. 

p and q are preferably each independently 0 or 2, and it is more preferred to be 0. 

A denotes straight chain CI -CIO alkyl group which may be substituted by R 10 . 

As "straight chain C1-C10 alkyl group" of A, for example methyl group, ethyl group, propyl group, 
butyl group, pentyl group, hexyl group and the like are proposed, and among these methyl group, 
ethyl group, propyl group or butyl group are preferred, and methyl group, ethyl group or propyl 
group are more preferred. 
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Moreover, straight chain CI -CIO alkyl group of A may be formed a ring structure of preferably 3 to 
7 by bonding with hydrocarbon group of R 10 . As ring structure of said A, for example cyclopropyl 
group, cyclobutyl group, cyclopentyl group, cyclohexyl, cycloheptyl group and the like are preferred. 

As A, for example methyl group, ethyl group, propyl group, cyclopropyl group, isopropyl group, 
butyl group, pentyl group, cyclopentyl group, cyclohexyl group, cycloheptyl group and the like are 
proposed, and among these methyl group, ethyl group, propyl group, isopropyl group, butyl group, 
cyclopentyl group or cyclohexyl group and the like are preferred, and methyl group, ethyl group, 
propyl group, isopropyl group, cyclopentyl group, cyclohexyl group and the like are more preferred. 

R 10 shows R 11 or straight chain hydrocarbon group which may be substituted by R n . R n denotes a 
hydrogen atom, amino group, carbamoyl group, carbamoyl amino group, carbamoyloxy group, 
carboxyl group, cyano group, sulphamoyl group, trifluoromethyl group, halogen atom, hydroxy 
group, formyl group, cyclic C3-C9 hydrocarbon group, aralkyl group, N-aralkyl amino group, N,N- 
diaralkyl amino group, aralkyloxy group, aralkyl carbonyl group, N-aralkyl carbamoyl group, aryl 
group, arylthio group, N-arylamino group, aryloxy group, aryl sulphonyl group, aryl sulphonyloxy 
group, N-arylsulfonylamino group, aryl sulphamoyl group, N-aryl carbamoyl group, aroyl group, 
aroxy group, C2-C6 alkanoyl group, N-C2-C6 alkanoyl amino group, C1-C6 alkylthio group, N-Cl- 
C6 alkyl sulphamoyl group, N,N-di-Cl-C6 alkyl sulphamoyl group, C1-C6 alkyl sulphinyl group, Cl- 
C6 alkylsulfonyl group, N-C1-C6 alkylsulfonyl amino group, C1-C6 alkoxy group, C1-C6 alkylamino 
group or C1-C6 alkoxycarbonyl group. 

As R 10 of A, R U1 or the hydrocarbon group which may be substituted by R in is preferred, and R 113 or 
the hydrocarbon group which may be substituted by R 113 is more preferred. 

Wherein, R 111 is hydrogen atom, straight chain C1-C6 alkyl group, carbamoyloxy group, carboxyl 
group, cyano group, trifluoromethyl group, halogen atom, hydroxy group, cyclic saturated C3-C9 
hydrogen group, aralkyl group, aryl group, aroyl group, aroxy group, C1-C6 alkylthio group, C1-C6 
alkoxy group or C1-C6 alkoxycarbonyl group, R 113 denotes a hydrogen atom, straight chain C1-C6 
alkyl group, carboxyl group, trifluoromethyl group, halogen atom, hydroxy group, cyclic saturated 
C3-C9 hydrocarbon group, C1-C6 alkoxy group, C1-C6 alkoxycarbonyl group. 

Accordingly as A, for example methyl group, ethyl group, propyl group, isopropyl group, 
cyclopentyl group, cyclohexyl group, carbamoyloxy methyl group, carbamoyloxy ethyl group, 
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cyanomethyl group, cyanoethyl group, cyanopropyl group, hydroxyethyl group, carboxy methyl 
group, carboxyl ethyl group, 1,2-dichlorocthyl group, 3-bromo propyl group, 2-chlorocthyl group, 
cyclopropylmethyl group, cyclopropylethyl group, cyclopentylmethyl group, cyclopropyl ethyl 
group, phenethyl group, benzyl group, trifluoromethyl group, phenacyl group, ethylthio methyl 
group, naphthoylmethyl group, methylthio ethyl group, propylthio methyl group, isopropylthio 
ethyl group, 2-methoxyethyl group, 2-methoxy-l -methyl-ethyl group, isopropyl oxy ethyl group, 
mcthoxycarbonylmcthyl group, cthoxycarbonylmcthyl group or 2-mcthylsulfonyl ethyl group or 
group represented by formula (X) 



is preferred, for example methyl group, ethyl group, isopropyl group, cyclopentyl group, cyclohexyl 
group, cyanomethyl group, 2-hydroxyethyl group, cyclopropylmethyl group, cyclopentylmethyl 
group, 2-methoxyethyl group or trifluoromethyl group or group represented by formula (XI) 









esx) 
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,OMe 



S0 2 Me 



Me £L><tt 



Me 



at (xi) 



is more preferred. 



B denotes R 12 which may be substituted by R 10 . 



As R 12 of B, phenyl group, naphthyl group, isoxazolyl group, isothiazolyl group, imidazolyl group, 



oxazolyl group, thiazolyl group, thiadiazolyl group, thienyl group, triazolyl group, tetrazolyl group, 
pyridyl group, pyrazinyl group, pyrimidinyl group, pyridazinyl group, pyrazolyl group, pyrrolyl 
group, pyranyl group, furyl group, furazanyl group, imidazolidinyl group, tetrahydrofuranyl group, 
piperazinyl group, piperidinyl group, pyrrolidinyl group, morpholino group, isoquinolyl group, 
isoindolyl group, indolyl group, ethylenedioxy phenyl group, quinolyl group, pyrido thiazolyl group, 
dihydroindolyl group, tetrahydroquinolinyl group, tetrahydroiso quinolinyl group, benzimidazolyl 
group, benzoxazolyl group, benzothiazolyl group, benzotriazolyl group, benzofuranyl group or 
methyl enedioxyphenyl group are nominated. 

As R 12 of B, phenyl group, isothiazolyl group, imidazolyl group, oxazolyl group, thiazolyl group, 
thiadiazolyl group, thienyl group, triazolyl group, tetrazolyl group, pyridyl group, pyrimidinyl group, 
furyl group, ethylenedioxy phenyl group, methylenedioxyphenyl group, benzimidazolyl group, 
benzothiazolyl group, benzotriazolyl group or pyrido thiazolyl group which may be substituted by R 10 
arc preferred, and phenyl group, imidazolyl group, oxazolyl group, thiazolyl group, thiadiazolyl 
group, triazolyl group, pyridyl group, pyrimidinyl group, ethylenedioxy phenyl group, 
methylenedioxyphenyl group or pyrido thiazolyl group which may be substituted by R*° are more 
preferred. 



©Rising Sun Communications Ltd. 



WO03/080585 Al 

Caution : Post-Edited Machine Translation 



19 



Moreover, R m or the hydrocarbon group which may be substituted by R in is preferred as R ,() of B, 
and R 113 or the hydrocarbon group which may be substituted by R 113 is more preferred. 

Wherein, R m and R 113 Rlllarc same meanings of aforesaid R 111 or R n3 of A. 

As B, for example, group represented by phenyl group, 2-thiazolyl group, 4-thiazolyl group, 5- 
thiazolyl group, 2-thiadiazolyl group, 2-pyridyl group, 3-pyridyl group, 4-pyridyl group, 2-imidazolyl 
group, 2-pyrimidinyl group, 4-pyrimidinyl group, 5-pyrimidinyl group, 4-iso thiazolyl group, 2- 
oxazolyl group, 4-oxazolyl group, 5-oxazolyl group, 2-thienyl group, 3-thienyl group, 2-furyl group, 
3-furyl group, triazol-3-yl group, 5-tetrazolyl group, 5-(l -methyl) tetrazolyl group, 2,3- 
ethylenedioxy phenyl group, 3,4-ethylenedioxy phenyl group, 2,3-methylenedioxyphenyl group, 
3,4-methylenedioxyphenyl group, benzimidazolyl group, benzothiazolyl group, 5-benz triazolyl 
group, 5-benzothiazolyl group, 6-benzothiazolyl group, [1,3] thiazolo [5,4-b] pyridyi group, 4- 
methyl-4H-[ 1,2,4] triazol-3-yl group, 1 -methyl- lH-imidazol-2-yl group, 4,5-dimethyl-4H-[l,2,4] 
triazol-3-yl group, 4-methyl-5-trifluoromethyl-4H-[l,2,4] triazol-3-yl group, 5-methyl-[l,2,4] 
triazolc-3 yl group, 5-tctrazolyl group, 4-carbamoyIoxy mcthylphcnyl group, 3-carbamoyloxy 
methylphenyl group, 4-methoxycarbonylmethyl phenyl group, 4-cyanophenyl group, 4- 
hydroxyphenyl group, 3-carboxy phenyl group, 4-trifluoromethylphenyl group, 2-methylthio 
phenyl group, 3-methylthio phenyl group, 4-methyIthio phenyl group, 4-methoxyphenyl group, 3- 
ethoxycarbonyl phenyl group, 2-methoxycarbonyl phenyl group, 4-methylsulfonyl phenyl group, 2- 
(4-carbamoyl) thiazolyl group, 2-(4-carbamoyloxy) thiazolyl group, 2-(5-cyano) thiazolyl group, 2- 
(5-hydroxymethyl) thiazolyl group, 2-(4-carboxy) thiazolyl group, 2-(4-carboxy) thiazolyl group, 2- 
(5-bromo) thiazolyl group, 2-(4-ethylthio) thiazolyl group, 2-(5-trifluoromethyl) thiazolyl group, 2- 
(4-rnethoxyrnethyI) thiazolyl group, 2 -(4-methoxycarbonyl) thiazolyl group, 2-(4-methy!sulfonyl) 
thiazolyl group, 2-(5 -carbamoyl) thiadiazolyl group, 2-(5-carbamoyloxy) thiadiazolyl group, 2-(5- 
cyano) thiadiazolyl group, 2-(5-hydroxy) thiadiazolyl group, 2-(5-carboxy) thiadiazolyl group, 2-(5- 
bromo) thiadiazolyl group, 2-(5-methylthio) thiadiazolyl group, 2-(5-trifluoromethyl) thiadiazolyl 
group, 2-(5-methoxymethyl) thiadiazolyl group, 2-(5-methoxycarbonyl) thiadiazolyl group, 2-(5- 
methylsulfonyl) thiadiazolyl group, 5 -(3-carboxy) thiadiazolyl group, 5-(3-hydroxy methyl) 
thiazolyl group, 5-(3-carbamoyl) thiadiazolyl group, 5-(3-trifluoromc:hyl) thiadiazolyl group, 5-(3- 
methylthio) thiadiazolyl group, 5-(3-methoxymethyl) thiadiazolyl group, 5-(3-methoxycarbonyl) 
thiadiazolyl group, 5-(3-methylsulfonyl) thiadiazolyl group, 2-(5-carbamoyloxy) triazolyl group, 2- 
(5-cyano) thiazolyl group, 2-(5-hydroxymethyl) triazolyl group, 2-(5-carboxy) triazolyl group, 2-(5- 
trifluoromethyl) triazolyl group, 2-(5-methylthio) triazolyl group, 2-(5-methoxymethyl) triazolyl 
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group, 2-(5-methoxycarbonyl) triazolyl group, 2-(5-methylsulfonyl) triazolyl group, 2-(3- 
carbamoyl) pyridyl group, 2-(3-carbamoyloxy) pyridyl group, 2-(4-cyano) pyridyl group, 2-(5- 
hydroxy) pyridyl group, 2-(4-carboxy) pyridyl group, 2-(5-trifluoromethyl) pyridyl group, 2-(4- 
methylthio) pyridyl group, 2-(5-methoxy) pyridyl group, 2-(5-methoxycarbonyl) pyridyl group, 2- 
(4-methylsulfonyl) pyridyl group, 2 -(6 -carbamoyl) pyrimidinyl group, 2-(5-carbamoyloxy) 
pyrimidinyl group, 2-(5-cyano) pyrimidinyl group, 2-(5-hydroxy) pyrimidinyl group, 2-(5-carboxy) 
pyrimidinyl group, 2-(5-trifluoromcthyl) pyrimidinyl group, 2-(5-cthylthio methyl) pyrimidinyl 
group, 2-(5-methoxy) pyrimidinyl group, 2-(5-ethoxycarbonyl) pyrimidinyl group, 2-(5- 
methylsulfonyl) pyrimidinyl group, 2-(4-carboxymethyl) thiazolyl group, 2-(5-carbamoyloxy 
methyl) thiazolyl group, 2-(5-chloromethyl) thiazolyl group, 2-(5-methoxyearbonylmethyl 
thiazolyl group, 3-(5-carboxymethyl )-l,2,4-triazol-3-yl group, 5-carbamoyloxy methyl- 1,2,4- 
triazol-3-yl group, 5-methoxycarbonylmethyl-l,2,4-triazol-2-yl group, 5-cyanomethyl- 1,2,4- 
triazol-2-yl group, 5-methylsulfonyl methyl-l,2,4-triazol-2-yl group, 5-methyl sulphanyl methyl- 
l,2,4-triazol-2-yl group, 2-(5-carboxymethyl) thiadiazolyl group, 2-(5-carbamoyloxy methyl) 
thiadiazolyl group, 2-(5-cyanomethyl) thiadiazolyl group, 2-(5-methoxycarbonylmethyl) 
thiadiazolyl group, 2-(5-mcthylsulfonyl methyl) thiadiazolyl group or 2-(5-mcthyl sulphanyl 
methyl) thiadiazolyl group is preferred, and group represented by phenyl group, 2-thiazolyl group, 2- 
thiadiazolyl group, 2-pyridyl group, 2-pyrimidinyl group, 4-pyrimidinyl group, 5-pyrimidinyl group, 
3-triazolyl group, 5-tetrazolyl group, 2,3-methylenedioxyphenyl group, 4-methylenedioxyphenyl 
group, [1,3] thiazolo [5,4-b] pyridyl group, 4-methyl-4H-[ 1,2,4] triazol-3-yl group, 1-methyl-lH- 
imidazol-2-yl group, 4,5-dimethyl-4H-[ 1,2,4] triazol-3-yl group, 4-methyl-5-trifluoromethyl-4H- 
[1,2,4] triazole-3 yl group, 5-methyl-[l,2,4] triazol-3-yl group, 4-cyanophenyl group, 4- 
trifluoromethylphenyl group, 2-methylthio phenyl group, 3-methylthio phenyl group, 4-methylthio 
phenyl group, 4-methoxyphenyl group, 2-methoxycarbonyl phenyl group, 4- 
methoxycarbonylmethyl phenyl group, 4-methylsulfonyl phenyl group, 2-(5-hydroxymethyl )- 
thiazolyl group, 2-(5-trifluoromethyl) thiazolyl group, 2-(4-methoxymethyl) thiazolyl group, 2-(5- 
cyano) thiadiazolyl group, 2-(5-chloromethyl) thiazolyl group, 2-(5-methoxycarbonyl) thiazolyl 
gioup, 2-(5-hydroxy) thiadiazolyl group, 2-(5-trifluoromethyl) thiadiazolyl group, 2-(5- 
methoxy methyl) thiadiazolyl group, 2-(5-methoxycarbonylmethyl) thiadiazolyl group, 5-(3- 
hydroxymcthyl) thiadiazolyl group, 5-(3-trifluoromcthyl) thiadiazolyl group, 5-(3-mcthoxymcthyl) 
thiadiazolyl group, 5-(3-methoxycarbonyl) thiadiazolyl group, 2-(5-cyanomethyl) thiadiazolyl 
group, 2-(5-methyl sulphonyl methyl) thiadiazolyl group, 2-(5-methyl sulphanyl methyl) 
thiadiazolyl group, 2-(5-cyano) triazolyl group, 2-(5-hydroxymethyl) triazolyl group, 2-(5- 
trifluoromethyl) triazolyl group, 2-(5-methoxymethyl) triazolyl group, 2-(5-methoxycarbonyl) 
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triazolyl group, 2-(5-methoxycarbonyl methyl) triazolyl group, 2-(5-cyanomethyl) triazolyl group, 
2-(5-mcthylsulfonyl methyl) triazolyl group, 2-(5-mcthyl sulphanyl methyl) triazolyl group, 2-(4- 
cyano) pyridyl group, 2-(5-hydroxy) pyridyl group, 2-(5-trifluoromethyl )-pyridyl group, 2-(5- 
methoxy) pyridyl group, 2-(5-methoxycarbonyl) pyridyl group, 2-(5-cyano) pyrimidinyl group, 2- 
(5-hydroxy) pyrimidinyl group, 2-(5-trifluoromethyl) pyrimidinyl group, 2-(5-methoxy) pyrimidinyl 
group is more preferred. 

D denotes the R 12 which may be substituted by R 10 . R 10 and R 12 are the same meaning as aforesaid 
definition. 

As R 12 of D, phenyl group, naphthyl group, pyridyl group, ethylenedioxy phenyl group or 
methylenedioxyphenyl group are preferred, and phenyl group, pyridyl group, methylenedioxyphenyl 
group or ethylenedioxy phenyl group that may be substituted by R 10 are more preferred. 

Moreover, as R ,() of D, R m or the hydrocarbon group which may be substituted by R m is preferred, 
and R 113 or the hydrocarbon group which may be substituted by R m is more preferred. Wherein, R 111 
or R 113 has the same said meaning. 

R 2 denotes hydrogen atom, halogen atom or C1-C6 alkyl group which may be substituted by R 10 . As 
R 10 of R 2 , R ni or the hydrocarbon group which may be substituted by R m is preferred, and R m or 
the hydrocarbon group which may be substituted by R 113 is more preferred. R 111 and R 113 has the same 
said meaning. 

Accordingly as a further embodiment as D, the group which is proposed with for example phenyl 
group, 1 -naphthyl group, 2-naphthyl group, 2-pyridyl group, 3-pyridyl group, 4-pyridyl group, 3,4- 
ethylenedioxy phenyl group, 2,3 -ethylenedioxy phenyl group, 2,3 -methylenedioxyphenyl group, 
3,4-methylenedioxyphenyl group, 4-tolyl group, 3-carbamoyl phenyl group, 4-carbamoyloxy phenyl 
group, 4-carboxy phenyl group, 2-cyanophenyl group, 4-trifluoromethylphenyl group, 4- 
chlorophenyl group, 2-tluorophenyl group, 2,4-difluorophenyl group, 3-bromo phenyl group, 4- 
hydroxyphcnyl group, 4-mcthylthio phenyl group, 2-fluoro-4-mcthylsulfonyl phenyl group, 2- 
methoxy-4-fluorophenyl group, 2-methoxyphenyl group, 3 -methoxy phenyl group, 4- 
methoxycarbonyl phenyl group, 2-methylsulfonyl phenyl group, 4-fluoro-2-methylsulfonyl phenyl 
group, 3-methyIsulfonyl phenyl group, 4-methylsulfonyl phenyl group, 2-(4-carbamoyl) pyridyl 
group, 3-(5-trifluoromethyl) pyridyl group, 3-(6-methoxycarbonyl) pyridyl group, 3-carboxy phenyl 
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group, 3-carbamoyloxy methylphenyl group, 3-hydroxymethyl phenyl group, 4-cyanomethyl 
phenyl group, 4-mcthylthiomcthyl phenyl group, 3-mcthylsulfonyl methylphenyl group, 3- 
methoxycarbonylmethyl phenyl group, 2-(5-carboxy) pyridyl group, 3-(5-cyanomethyl) pyridyl 
group, 2-(5-methylthio) pyridyl group, 2-(4-methoxymethyl) pyridyl group or 3-(5-methylsulfonyl) 
pyridyl group is preferred, and, the group which is proposed with for example phenyl group, 2- 
pyridyl group, 4-pyridyl group, 2,3-methylenedioxyphenyl group, 3,4-methylenedioxyphenyl group, 
4-tolyl group, 2-cyanophcnyl group, 4-trifluoromcthylphcnyl group, 4-chlorophcnyl group, 2- 
fluorophenyl group, 2,4-difluorophenyl group, 4-methylthio phenyl group, 2-fluoro-4- 
methylsulfonyl phenyl group, 2-methoxy-4-fluorophenyl group, 2-methoxyphenyl group, 3- 
methoxypheny! group, 2-methylsulfonyl phenyl group, 4-fiuoro-2-methylsulfonyl phenyl group, 3- 
methylsulfonyl phenyl group, 4-methylsulfonyl phenyl group, 3-(5-trifluoromethyl) pyridyl group, 
3-(6-methoxyearbonyl) pyridyl group, 3-hydroxymethyl phenyl group, 4-methylthiomethyl phenyl 
group, 3-methylsulfonyl phenyl group, 2-(4-methoxymethyl) pyridyl group or 3-(5-methylsulfonyl) 
pyridyl group is more preferred. 



denotesmonocycle or bicycle heteroaryl group which may be substituted by R 10 containing nitrogen 
atom at the adjacent of carbon atom bonded to amide group. 

As monocycle or bicycle heteroaryl group of the aforesaid formula (II), for example 2-thiazolyl 
group, 4-thiazolyl group, 2-imidazolyl group, 3-iso thiazolyl group, l,2,4-thiadiazol-3-yl group, 
l,2,4-thiadiazol-5-yl group, l,3,4-thiadiazol-2-yl group, 2-triazolyl group, 2-oxazolyl group, 3- 
isoxazolyl group, pyrazinyl group, 2-pyridyl group, 2-pyrimidinyl group, 3-pyrido [3,2-d][l,3] 
thiazol-2-yl group or 2-benzothiazolyl group and the like is preferred. 

As R 10 of the aforesaid formula (II), R 112 or the hydrocarbon group which may be substituted by R 112 
is preferred, and R 114 or the hydrocarbon group which may be substituted by R 114 is more preferred. 
Wherein, as for R 112 , for example hydrogen atom, carbamoyl group, carboxyl group, sulphamoyl 
group, tritluoromethyl group, halogen atom, hydroxy group, aralkyl group, aryl group, arylthio 
group, aryl sulphonyl group, aroyl group, aroxy group, straight chain C1-C6 alkyl group, C1-C6 



Formula (II) 




do 
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alkylthio group, C1-C6 alkyl sulphinyl group, C1-C6 alkylsulfonyl group, C1-C6 alkoxy group, Cl- 
C6 alkoxycarbonyl group or C3-C6 cycloalkyl oxy group and the like is proposed, as R 114 , for 
example hydrogen atom, carboxyl group, trifluoromethyl group, halogen atom, hydroxy group, aryl 
group, arylthio group, straight chain C1-C6 alkyl group, C1-C6 alkylthio group, C1-C6 alkoxy group 
or C1-C6 alkoxycarbonyl group and the like are nominated. 

Accordingly as a further embodiment as formula (II), group represented by for example 2-thiazolyl 
group, 2-imidazolyl group, 3-iso thiazolyl group, l,3,4-thiadiazol-2-yl group, l,2,4-thiadiazol-5-yl 
group, 2-oxazolyl group, isoxazol-3-yl group, 2-pyridyl group, 2-pyrazinyl group, 2-pyrimidinyl 
group, 2-benzothiazoiyl group, 2-(4-carbamoyl) thiazolyl group, 2-(4-carbamoyloxy) thiazolyl 
group, 2-(5-cyano) thiazolyl group, 2 -(4 -hydroxy methyl) thiazolyl group, 2-(5-hydroxymethyl) 
thiazolyl group, 2-(4-carboxy) thiazolyl group, 2-(5-bromo) thiazolyl group, 2-(5-chloro) thiazolyl 
group, 2-(5-chloro-4-methyl) thiazolyl group, 4-(l-methoxyethyl )-thiazol-2-yl.group, 2-(4- 
methoxymethyl) thiazolyl group, 2- (4 -trifluoromethyl) thiazolyl group, 2-(4-isopropyl) thiazolyl 
group, 2-(4-methyl) thiazolyl group, 4-(l-hydroxyethyl )-thiazol-2-yl group, 2-(4-ethylthio) 
thiazolyl group, 2-(5-trifluoromcthyl) thiazolyl group, 2-(4-mcthoxymcthyl) thiazolyl group, 2-(4- 
methoxycarbonyl) thiazolyl group, 2-(4-methylsulfonyl) thiazolyl group, 4-(4-methyl-4II-[l,2,4] 
triazol-2-yl-sulphanyl methyl )- thiazol-2-yl group, 4-(5-methyl-4H-[ 1,2,4] triazol-2-yl-sulphanyl 
methyl )- thiazol-2-yl group, 2-(5-carbamoyl)-thiadiazolyl group, 2 -(5- carbamoyl oxy) thiadiazolyl 
group, 2-(5-cyano) thiadiazolyl group, 2-(5-hydroxymethyl) thiadiazolyl group, 2-(5-carboxy) 
thiadiazolyl group, 2-(5-bromo) thiadiazolyl group, 2-(5-methylthio) thiadiazolyl group, 2-(5- 
trifluoromethyl) thiadiazolyl group, 2-(5-methoxymethyl) thiadiazolyl group, 2-(5- 
methoxycarbonyl) thiadiazolyl group, 2-(5-methylsulfonyl) thiadiazolyl group, 5-(3-carboxy) 
thiadiazolyl group, 5-(3~hydroxymethyl) thiadiazolyl group, 5 -(3 -carbamoyl) thiadiazolyl group, 5- 
(3 -trifluoromethyl) thiadiazolyl group, 5-(3-methylthio) thiadiazolyl group, 5-(3-methoxymethyl) 
thiadiazolyl group, 5-(3-methoxycarbonyl) thiadiazolyl group, 5-(3-methylsulfonyl) thiadiazolyl 
group, 2-(4-carbamoyl) pyridyl group, 2-(4-carbamoyloxy) pyridyl group, 2-(5-cyano) pyridyl group, 
2-(5-hydroxymethyl) pyridyl group, 2-(4-carboxy) pyridyl group, 2-(5-bromo) pyridyl group, 2-(4- 
ethylthio) pyridyl group, 2 -(5 -trifluoromethyl) pyridyl group, 2-(4-methoxy) pyridyl group, 2-(4- 
mcthoxymcthyl) pyridyl group, 2-(4-mcthoxycarbonyl) pyridyl group, 2-(4-mcthylsulfonyl) pyridyl 
group, 3-pyrido [3,2-d][l,3] thiazol-2-yl group, 2 -(5 -carbamoyl) thiadiazolyl group, 2-(5- 
carbamoyloxy) thiadiazolyl group, 2-(5-cyano) thiadiazolyl group, 4-(6-carbamoyl) pyrimidinyl 
group, 4-(5-carbamoyloxy) pyrimidinyl group, 4-(6-cyano )-pyrimidinyl group, 4-(6- 
hydroxymethyl))-pyrimidinyl group, 4-(5-carboxy )-pyrimidinyl group, 4 -(5 -trifluoromethyl )- 
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pyrimidinyl group, 4-(5-ethylthio methyl )-pyrimidinyl group, 4-(5-raethoxy methyl )-pyrimidinyl 
group, 4-(5-cthoxycarbonyl )-pyrimidinyl group, 4-(5-mcthylsulfonyl )-pyrimidinyl group, 2-(5- 
chloromethyl) thiazolyl group, 2-(5-methoxycarbonylmethyl) thiazolyl group, 2-(4-carboxymethyl 
methyl) thiazolyl group, 2-(5-carbamoyloxy methyl) thiazolyl group, 3-(5-methoxymethyl) 
triazolyl group, 3-(5-methoxycarbonylmethyl) triazolyl group, 5-methylsulfonyl methyl- 1,3 ,4- 
thiadiazol-2-yl group, 5-methylthio methyl- 1,3, 4- thiadiazol-2-yl group, 5-carboxymethyl- 1,3,4- 
thiadiazol-2-yl group, 5 -carbamoyl oxy methyl- 1 ,3,4-thiadiazol-2-yl group, 5-cyanomcthyl- 1,3,4- 
thiadiazol-2-yl group, 5-methoxycarbonylmethyl-l,3,4-thiadiazol-2-yl group, 5-hydroxymethyl- 
l,3,4-thiadiazol-2-yl group or 5-methoxymethyl-l,3,4-thiadiazol-2-yl group is preferred, and group 
represented by 2-thiazolyl group, 3-iso thiazolyl group, l,3,4-thiadiazol-2-yl group, 1 ,2,4-tmadiazol- 
5-yl group, 2-pyridyl group, 2-(4-carbamoyloxy) thiazolyl group, 2-(5-cyano) thiazolyl group, 2-(5- 
hydroxymethyl) thiazolyl group, 2-(4-carboxy) thiazolyl group, 2-(5-bromo) thiazolyl group, 2-(5- 
trifluoromethyl) thiazolyl group, 2-(4-methoxymethyl) thiazolyl group, 2-(4-methoxycarbonyl) 
thiazolyl group, 2-(4-methylsulfonyl) thiazolyl group, 2-(5-cyano) thiadiazolyl group, 2-(5- 
methylthio) thiadiazolyl group, 2-(5-methoxycarbonyl) thiadiazolyl group, 2-(5-methylsulfonyl) 
thiadiazolyl group, 5-(3-hydroxymcthyl) thiadiazolyl group, 5-(3-mcthoxymethyl) thiadiazolyl 
group, 5-(3-methoxycarbonyl) thiadiazolyl group, 2-(4-carbamoyloxy) pyridyl group, 2-(5-cyano) 
pyridyl group, 2-(5-hydroxy methyl) pyridyl group, 2-(5-bromo) pyridyl group, 2-(5- 
trifluoromethyl) pyridyl group, 2-(4-methoxy) pyridyl group, 2-(4-methoxymethyl) pyridyl group, 
2-(4-methoxycarbonyl) pyridyl group, 3-pyrido [3,2-d][l,3] thiazol-2-yl group, 4-(6-cyano) 
pyrimidinyl group, 4- (6-hydroxy methyl) pyrimidinyl group, 4-(5-trifluorom ethyl) pyrimidinyl 
group, 4-(5-methoxymethyl) pyrimidinyl group, 2-(5-chloromethyl) thiazolyl group, 2-(5- 
methoxycarbonylmethyl) thiazolyl group, 5-methylsulfonyl methyl- l,3,4-thiadiazol-2-yl group, 5- 
methylthiomethyl-l,3,4-thiadiazol-2-yi group or 5-methoxycarbonylmethyl-l,3,4-thiadiazol-2-yl 
group is more preferred. 

R 2 denotes a hydrogen atom, halogen atom or C1-C6 alkyl group which may be substituted by R 10 . As 
R 10 of R 2 , R UI or the hydrocarbon group which may be substituted by R 1J1 is preferred, and R 113 or 
the hydrocarbon group which may be substituted by R llj is more preferred. 

R 1!1 and R 113 has the same said meaning. 

In a further embodiment as R 2 , methyl group, ethyl group, propyl group, isopropyl group, fluorine 
atom and hydrogen atom are more preferred. 
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When both XI and X2 of group represented by following formula (XII) 




(XII) 

(same as in the aforesaid definition) in formula (1) is CH, the case that XI is nitrogen atom and X2 is 
CH is preferred, and the case in which both XI and X2 are CH is more preferred. 

R 1 denotes -S-(O) p-A, -S(0)q-B or -O-D. 

Among these, it is preferred to be -S(0)p-B or -O-D. 

R 2 denotes a hydrogen atom, halogen atom or CI -10 alkyl group which may be substituted by R 10 . 
Among these, it is preferred to be hydrogen atom or halogen atom, and it is more preferred to be 
hydrogen atom. 

As CI- 10 alkyl group of R 2 , CI -C6 alkyl group is preferred. 

As R 2 halogen atom, it is preferred to be fluorine atom, chlorine atom or bromine atom, and it is 
more preferred to be fluorine atom or chlorine atom. 

As benzamide derivative represented by formula (1) in accordance with this invention, compound 
such as for example 2-amino-4-£luoro-5-(l-methyl-lII-imidazol-2-yl-sulphanyl-N-thiazol-2-yl) 
benzamide, 2-amino-4-fluoro-5-(l-methyMH-imidazol-2-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) 
benzamide, 2-amino-5-(l-rnethyl-l H-imidazol-2-yl -sulphany!)-N-(4-hydroxy methyl-thiazol-2-yl) 
benzamide, 2-amino-5-(l H-imidazol-2-yl-sulphanyl)-N-(4-hydroxy methyl-thiazol-2-yl) benzamide, 

2- amino-5-methyl sulphanyl-N-thiazolo [5,4-b] pyridine-2-yl-benzamide, 2-amino-5-(4-methyl-4H- 
[1,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) benzamide, 2-amino-5-(4H-[l,2,4] triazol- 

3- yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) benzamide, 2-amino-5-(5-methyl-4H-[l ,2,4] triazol-3-yl- 
sulphanyl)-N-[4-(l -methyl- lH-imidazol-2-yl-sulphanyl methyl)-thiazol-2-yl] benzamide, 2-amino- 

4- fluoro-5-(4-methyl-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) benzamide, 2- 
amino-4-fluoro-5-(4,5-dimethyl-4H-[l,2,4] triazole-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) 
benzamide, 2-amino-5-(2,5-dimethyl-2H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) 
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benzamide, 2-amino-4-fluoro-5-(4-methyl-4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-hydroxymethyl- 
thiazol-2-yl) benzamide, 2-amino-5-(4-mcthyl-4H-[l,2,4] triazol-3-yl-sulphanyI)-N-(2-mcthyl- 
thiazol-4-yl) benzamide, 2-amino-5-(4-methyl-4II-[l,2,4] triazol-3-yl-sulphanyl)-N-(4- 
methoxymethyl-thiazol-2-yl) benzamide, 2-ammo-5-(4,5-dimethyl-4H-[ 1,2,4] triazol-3-yl- 
sulphanyl)-N-(2-methyl-thiazol-4-yl) benzamide, 2-amino-4-fluoro-5-(4-methyl-4H-[l ? 2,4] triazol- 
3-yl-sulphanyl)-N-(2-methyl-thiazol-4-yl) benzamide, 2-amino-5-(l -methyl- 1 H-imidazol-2-yl- 
sulphanyl)-N-(4-mcthyl-thiazol-2-yl) benzamide, 2-amino-5-(4-mcthyl-4H-[l,2,4] triazol-3-yl- 
sulphanyl)-N-thiazolo [5,4-b] pyridine-2-yl-benzamide, 2-amino-5-(l -methyl- lH-imidazol-2-yl- 
sulphanyl)-N-thiazolo [5,4-b] pyridine-2-yl-benzamide, 2-amino-4-fluoro-5-(4-methyl-4H-[ 1,2,4] 
triazol-3-yl-sulphanyl)-N-thiazolo [5,4-b] pyridine-2-yl-benzamide, 2-amino-5-(4,5-dimethyl-4H- 
[1,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2-yl) benzamide, 2-amino-4-fluoro-5- 
(4,5-dimethyl-4H-[l,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2-yl) benzamide, 2- 
amino-4-fluoro-5-(4,5-dimethyl-4H-[ 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2- 
yl) benzamide, 2-amino-5-( thiazol-2-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2-yl) benzamide, 
2-amino-5-phenoxy-N-(4-methoxymethyl-thiazol-2-yl) benzamide, 2-amino-5-phenoxy-N-[4-(4- 
mcthyl-4H-[ 1,2,4] triazol-2-yl-sulphanyl mcthyl)-thiazol-2-yl] benzamide, 2-amino-5-(4-fluoro-2- 
methylsulfonyl-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide, 2-amino-5-(2-methylsulfonyl- 
phenoxy)-N-(2-methyl-thiazol-4-yl) benzamide or 2-amino-3-phenoxy-5-(2-methylsulfonyl- 
phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide and the like are nominated. 

Benzamide derivative in accordance with this invention is possible to exist as pharmacologically 
acceptable salt. As aforesaid salt, acid addition salt or base addition salt is nominated. 

As aforesaid acid addition salt, the acid addition salt which is acid halide sal t^ such as for example 
hydrochloride, hydrofluoric acid salt, hydrobromic acid salt, hydroiodic acid salt or the like, inorganic 
acid salt such as for example nitrate, perchlorate, sulfate, phosphate, carbonate or the like, lower 
alkyl sulfonate such as for example methanesulfonate, trifluoromethanesulfonate, ethanesulfonic acid 
salt or the like, atyl sulfonate such as for example benzensulphonate, p-toluenesulfonate or the like, 
organic salt such as for example fumarate, succinate, citrate, tartrate, oxalate, maleate or the like and 
organic acid such as for example amino acid or the like such as for example glutamic acid salt, 
aspartate or the like is nominated. 

Moreover, as far as aforesaid base addition salt is concerned, salt of alkali metal salt such as for 
example sodium, potassium and the like, alkaline earth metal salt such as for example calcium, 
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magnesium and the like, ammonium salt, organic base such as for example guanidine, tri ethyl amine, 
dicyclohcxylaminc and the like is nominated. Furthermore the compound of this invention may be 
present as free compound or solventate of salts thereof, preferably hydrate. 

As for the compound in accordance with this invention, there is the case that tautomer or 
stereoisomer such as for example optical isomer, diastereoisomer, geometric isomer or the like is 
present depending on the state of substitucnt thereof. It docs not need to say that all these isomers 
are included in compound in accordance with this invention. 

Furthermore, there is no need to say that arbitrary mixture of isomers thereof is included in 
compound in accordance with this invention. 

Because of the compound of this invention having glucokinase activation action, it is useful as 
therapeutic drug and/or prophylactic for diabetes, and moreover prophylactic of complication of 
diabetes mellitus. 

Wherein, complication of diabetes mellitus is about disease complicated by developing diabetes 
mellitus, and for example diabetic nephropathy, diabetic retinopathy, diabetic neurosis, diabetic 
arteriosclerosis and the like are nominated as complication of aforesaid diabetes mellitus. 

Compound in accordance with this invention can adapt itself to both diabetes mellituses of type of 
IDDM, Insulin dependent diabetes mellitus and NIDDM, non-insulin dependent diabetes mellitus. 

Moreover, as for IDDM, Insulin dependent diabetes mellitus, it is considered that it is onset by being 
added insulin resistance due to obesity to predisposition of insulin resistance with skeletal muscle and 
hereditary insulin secretion decrease and it is mainly onset in adult. Moreover, as for aforesaid 
insulin-dependent diabetes mellitus, classification of I type and II type can be advocacy by 
predisposition thereof. 

As for the compound in accordance with this invention, it is considered that it is useful for II type 
diabetes mellitus that was impossible to achieve lowering of blood glucose level satisfactory with prior 
art diabetes mellitus drug in addition to I type insulin-dependent diabetes mellitus. 
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Moreover, in II type diabetes mellitus, it is marked a level of postprandial hyperglycemia is lasted for 
a long time compared to healthy person. However, compound in accordance with this invention is 
useful for this II type diabetes mellitus. 

Below a process for the production of the compounds of this invention will be explained. 

It is possible to be produced compound of this invention (1) readily using well known reaction means 
or according to itself a well-known method. 

Moreover, as for the compound of general formula (1) of this invention, it is produced by the 
synthesis using solid phase such as for example combinatorial method or parallel method which is 
marked developed recently in addition to synthesis in ordinary liquid phase. It can be produced using 
for example following process preferably. 




(5) (1-1) 

(in formula, each symbol is same as in the aforesaid definition). 

(step 1). 

This step is a process to produce compound (3) by reacting carboxylic acid compound (1) or reactive 
derivative thereof and amino compound containing monocyclic or bicyciic hctcroaryl group which 
may be substituted by R 10 represented by aforesaid formula (II) or salts thereof. 
This reaction can be carried out by ordinary amide formation reaction in accordance with a process 
with literature (for example Base and experiment of peptide synthesis, Nobuo Izumiya et al., 
Maruzen, 1983, Comprehensive Organic Synthesis, vol 6, Pergamon Press Co, 1991 or the like) or 
method in accordance with it, or by combining these and normal method, in other words, it can be 
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carried out by using well-known condensing agent in a person skilled in the art, or usable method in a 
person skilled in the art such as the ester activation method , mixed acid anhydride method, acid 
chloride method, carbodiimide method. 

As such amide forming reagent, for example thionyl chloride, N,N-dicyclohexylcarhodiimide, 1- 
methyl-2-bromo pyridinium iodide, N, N'-carbonyldiimidazole, diphenyl phosphoryl chloride, 
diphenyl phosphoryl acid, N, N'-disuccinimidyl carbonate, N, N'-disuccinimidyl oxalate, l-cthyl-3-(3- 
dimethylaminopropyl) carbodiimide hydrochloride, ethyl chloroform ate, chloro formic acid isobutyl 
ester or benzo tri azo-l-yl-oxy-tris (dimethylamino) phosphonium hexafluoro phosphate and the 
like are proposed, and wherein for example thionyl chloride, N,N-dicyclohexylcarbodiimide or benzo 
tri azo-l-yl-oxy-tris (dimethylamino) phospho aluminum hexafluoro phosphate and the like are 
suitable.. 

Moreover, in amide forming reaction, base, condensation assistant may be used with the aforesaid 
amide forming reagent. 

As used base, for example tertiary aliphatic amine such as for example trimethylamine, 
triethylamine, N,N-diisopropyl ethylamine, N-methylmorpholine, N-methylpyrrolidine, N- 
methylpiperidine, N,N-dimethylaniline, l,8-diazabicyclo[5.4.0] undeca-7-en (DBU), 1,5- 
azabicyclo[4.3.0] nona-5-en (DBN) or the like, aromatic amine and the like such as for example 
pyridine, 4-dimethylaminopyridine, picoline, lutidine, quinoline or isoquinoline and the like are 
proposed, and wherein for example tertiary aliphatic amine and the like is preferred, and in particular 
for example triethylamine or N,N-diisopropyl ethylamine and the like is suitable. 

As used condensation assistant, for example N -hydro xybenzotriazole hydrate, N-hydroxy 
succinimide, N-hydroxy-5-norbornene-2,3-dicarboximide or 3-hydroxy-3,4-dihydro-4-oxo- 1,2,3- 
benzotriazole and the like are nominated, wherein for example N-hydroxybenzotriazole and the like 
is suitable. 

Amount of used amino compound (2) differs depending on used compound and kind of solvent and 
other reaction conditions, usually it is 0.02 to 50 equivalents, preferably 0.2 to 2 equivalent with 
respect to 1 equivalent of carboxylic acid compound (1) or reactive derivative thereof. 
Wherein, as reactive derivative, it is derivative usually used in a sphere of organic chemistry, for 
example active ester derivative, active amide derivative and the like are nominated. 
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Amount of used amide forming reagent differs depending on used compound, kind of solvent and 
other reaction conditions, usually it is 1 to 50 equivalents, preferably 1 to 5 equivalent with respect 
to 1 equivalent of carboxylic acid compound (1) or reactive derivative thereof. 

Amount of used condensation assistant differs depending on used compound, kind of solvent and 
other reaction conditions, usually it is 1 to 50 equivalents, preferably 1 -5 equivalent with respect to 1 
equivalent of carboxylic acid compound (1) or reactive derivative thereof. 

Amount of used base differs depending on used compound, kind of solvent and other reaction 
conditions, usually it is 1 to 50 equivalents, preferably 3-5 equivalent. 

As the reaction solvent used in this step, for example insert organic solvent, and it is not restricted in 
particular so long as there is not hindrance of reaction. However, as embodiments for example 
methylene chloride, chloroform, 1,2-dichloroethane, trichloroethane, N,N-dimethylformamide, 
ethyl acetate ester, acetic acid methyl ester, acctonitrile, benzene, xylene, toluene, 1,4-dioxanc, 
tetrahydrofuran, dimethoxyethane or a mixed solvent thereof is proposed, and in particular for 
example methylene chloride, chloroform, 1,2-dichloroethane, acetonitrile or N,N- 
dimethylformamide and the like is suitable from point of suitable reaction temperature security. 

The reaction temperature is -100 degrees to boiling point of solvent temperature, preferably 0 to 30 
degrees. 

The reaction time is 0.5 to 96 hours, preferably 3 to 24 hours . 

Base , amide formation reagent, condensation assistant used in this step 1 can be used singly or 
combiation of two or more. 

When compound (3) is containing protecting group, aforesaid protecting group can be suitably 
eliminated. Elimination of aforesaid auxiliary group can be carried out by a process in accordance 
with literature (Protective Groups In Organic Synthesis, written by T.W.Green, 2nd Edition, John 
Wiley&Sons Co, 1991 or the like), method in accordance with it or combining these and normal 
method. 
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Compound (3) obtained in this way can be subjected to next step by isolating and purifying by using 
well known separation and refinement means, for example concentration, vacuum concentration, 
crystallization, solvent extraction, reprecipitation, chromatography and the like or without being 
isolated and purified. 

(Step 2). 

This step is a process to produce compound (5) by reacting amide compound (3) obtained in aforesaid 
step 1 and compound (4). 

In this reaction, base may be added to reaction system in accordance with requirements. As used 
compound (4), phenol derivative or thiol derivative is preferred. As said phenol derivative or thiol 
derivative, for example phenol, thiophenol, thio imidazole, thio triazole and the like are nominated. 
Amount of used compound (4) differs depending on used compound, kind of solvent and other 
reaction conditions, usually it is 2-50 equivalents, preferably 2-5 equivalents with respect to amino 
derivative (3) 1 equivalent. As used base, for example tertiary aliphatic amine such as for example 
trimethylamine, triethylamine, N,N-diisopropyl ethylamine, N-methylmorpholine, N- 
methylpyrrolidine, N-methylpiperidine, N,N-dimethylaniline, l,8-diazabicyclo[5.4.0] undeca-7-en 
(DBU), l,5-azabicyclo[4.3.0] nona-5-en (DBN) or the like, for example aromatic amine such as for 
example pyridine, 4-dimethylaminopyridine, picoline, lutidine, quinoline or isoquinoline and the like, 
for example alkali metal such as for example metallic potassium, metallic sodium, metallic lithium 
and the like, for example alkali metal hydride such as for example sodium hydride, potassium hydride 
and the like, for example alkali metal alkylation such as for example butyllithium and the like, for 
example alkali metal alkoxide such as for example potassium-tert butyrate, sodium ethylate or 
sodium methylate and the like, for example alkali metal hydroxide such as for example potassium 
hydroxide, sodium hydroxide and the like, for example alkali metal carbonate and the like such as for 
example potassium carbonate and the like are proposed, wherein for example tertiary aliphatic 
amine, alkali metal hydride or alkali metal carbonate is preferred, and in particular for example 
triethylamine, N,N-diisopropyl ethylamine, sodium hydride or potassium carbonate is suitable. 

Amount of used aforesaid base differs depending on used compound, kind of solvent and other 
reaction conditions, it is usual 0 to 50 equivalents, more preferably 2-10 equivalents with respect to 
amide compound (3) 1 equivalent. The said base is possible to be used one or two kinds or more in 
accordance with requirements. 
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As used insert organic solvent, it is not restricted in particular as far as not hindrance in reaction. 
However, as embodiments for example methylene chloride, chloroform, 1 ,2-dichloroethane, 
trichloromethane, N,N -dimethyl formamide, N,N-dimethylacetamide, ethyl acetate ester, acetic acid 
methyl ester, acetonitrile, benzene, xylene, water, toluene, 1,4-dioxane, tetrahydrofuran or mixed 
solvent thereof and the like are nominated. 

Compound (5) obtained in this way can be isolated and purified by using well known separation and 
refinement means, for example concentration, vacuum concentration, crystallization, solvent 
extraction, reprecipitation, chromatography and the like. 

(Step 3). This step is a process to produce compound (1-1) in accordance with this invention by 
reducing compound (5). As for reductive reaction which is used in this step, well-known process in a 
person skilled in the art is used. As the reductive reaction used in this step, as embodiments for 
example (1) catalytic reduction method using hydrogen, formic acid, ammonium formate, hydrazine 
hydrate and palladium, platinum, nickel catalyst, (2) reduction method using hydrochloric acid, 
ammonium chloride and iron, (3) reduction method using methanol and tin chloride, and the like is 
nominated. 

Amount of reducing agent used in the aforesaid reductive reaction differs depending on compound and 
kind of solvent, other reaction conditions to be used, however, it is usually 1-50 equivalents, 
preferably 2 to 20 equivalents with respect to 1 equivalent of compound (5). 

The reaction solvent used is not restricted in particular so long as the reaction is not hindered. 
However, it is possible to use for example halogenated hydrocarbons such as for example 
dichloromethane, chloroform and the like, ethers such as for example diethyl ether, tert-butyl 
methyl ether, tetrahydrofuran and the like, amides such as for example N,N-dimethylformamide, 
N,N-dimethylacetamide, sulphoxides such as for example dimethylsulfoxide and the like, nitriles such 
as for example acetonitrile and the like, an alcohol such as for example methanol, ethanol, propanol 
and the like, aromatic hydrocarbon species such as for example benzene, toluene, xylene and the like, 
water or mixed solvent thereof. 
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The reaction temperature and the reaction time are not restricted in particular. However, the 
reaction is carried out for 1 to 20 hours approx and preferably 1 to 5 hours approx at reaction 
temperature of -10 to around 100 degrees and preferably 0 to around 50 degrees. 

The compound (1-1) obtained in this way in accordance with this invention can be subjected to next 
step without being isolated or after being purified by well known separation and refinement means, 
for example, using the like of concentration, vacuum concentration, crystallization, solvent 
extraction, reprecipitation, chromatography and the like. 

The compound of above-mentioned each step may contain protecting group on each substituent. It is 
possible that aforesaid protecting group is eliminated suitably in each step using well known method, 
a process in accordance with this or combined process of these and normal method . As for the 
embodiment of removal, suitable elimination reaction is possible according to compound, type of 
reaction and other reaction conditions. However, the case wherein each protecting group is 
eliminated individually, the case wherein each protecting group is simultaneously eliminated, and the 
like arc considered, and this can be suitably selected by a person skilled in the art. As aforesaid 
protecting group, for example, protecting group of hydroxy group, protecting group of amino group, 
protecting group of carboxyl group, protecting group of aldehyde, protecting group of keto group 
and the like are nominated. Moreover, the order of elimination of aforesaid protecting groups is not 
in particular limited. 

As protecting group of hydroxy group, for example lower alkyl silyl group such as for example tert- 
butyldimethylsilyl group, tert-butyl diphenyl silyl group and the like, lower alkoxymethyl group such 
as for example methoxymethyl group, 2-methoxyethoxymethyl group and the like, aralkyl group 
such as for example benzyl group, p-methoxybenzyl group and the like, acyl group and the like such 
as for example for example formyl group, acetyl group and the like are proposed, and among these 
tert-butyldimethylsilyl group, acetyl group and the like are in particular preferred. 

As protecting group of amino group, for example aralkyl group such as for example benzyl group, p- 
nitrobcnzyl and the like, acyl group such as for example formyl group, acetyl group and the like, 
lower alkoxycarbonyl group such as for example ethoxycarbonyl group, tert butoxycarbonyl group 
and the like, aralkyloxy carbonyl group and the like such as for example benzyioxycarbonyl group, 
p-nitrobenzyl oxycarbonyl group and the like are proposed, and among these nitrobenzyl, tert 
butoxycarbonyl group, benzyioxycarbonyl group and the like are in particular preferred. 
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As protecting group of carboxyl group, for example lower alkyl group such as for example methyl 
group, ethyl group, tert-butyl group and the like, aralkyl group and the like such as for example 
benzyl group, p-methoxybenzyl group and the like are nominated, and among these methyl group, 
ethyl group, tert-butyl group, benzyl group and the like are in particular preferred. 

As protecting group of kcto group, for example dimethyl kctal group, 1,3-dihydroxiranc group, 1,3- 
dioxolane group, 1,3-dithiane group, 1,3-dithiolane group and the like are proposed, and among these 
dimethyl ketal group, 1,3-dioxolane group and the like are more preferred. 

As protecting group of aldehyde group, for example, dimethylacetal group, 1,3-dihydroxirane group, 
1,8-dioxolane group, 1,3-dithiane group, 1,3-dithiolane group and the like are proposed, and among 
these dimethylacetal group, 1,3-dioxolane group and the like are more. preferred. 

When the compound in accordance with this invention is produced, in order to proceed the reaction 
efficiently protecting group may be introduced to functional group. The introduction of these 
protecting groups can be suitably-selected by a person skilled in the art, and the elimination of 
protecting groups can be carried out by process such as for example aforesaid protective groups in 
organic synthesis, method in accordance with this or combining these processes and normal method. 
Moreover, the order of elimination of protecting groups can be suitably-selected by a person skilled 
in the art. 

Compound (1-1) obtained in this way can be subjected to next step without being isolated and purified 
or isolated and purified by well known separation and refinement means, for example using the like 
of concentration, vacuum concentration, crystallization, reprecipitation, solvent extraction, 
chromatography and the like. 

Moreover, the compound in accordance with this invention (1-1) can be produced by the following 
step. 
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No; 




(each symbol is the same as in the aforesaid definition) 

In the aforesaid step 4, step 5 and step 6, the reaction can be carried out with the amount of reagent, 
the reaction solvent, reaction temperature and other reaction conditions in the same way as in 
aforesaid step 2, step 1 and step 3. 

When a protecting group is necessary in R 2 , the protecting group is suitably-selected by a person 
skilled in the art, and it can be carried out by process such as for example aforesaid protective groups 
in organic synthesis, method in accordance with this or combining these processes and normal 
method. . 

Compounds (6), (5') obtained in this way can be subjected to next step without being isolated and 
purified or after isolation and separation by well known separation and refinement means, for 
example by using the like of concentration, vacuum concentration, crystallization, reprecipitation, 
solvent extraction and the like it. 

Compound in accordance with this invention (1-1) can be isolated and purified by using the like of 
well known separation and refinement means, for example concentration, vacuum concentration, 
crystallization, reprecipitation, solvent extraction and the like. 

In the aforesaid step 1 to 6, elimination of protecting groups differs depending on the type and 
stability of compound of aforesaid protecting group, it can be carried out in accordance with an item 
mentioned above (Protective Groups In Organic Synthesis, T.W.Green young, 2nd Edition, John 
Wiley & Sons, 1991 or the like) or by combining method in accordance with it and normal method. 
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It can be carried out by for example solvolysis using acid or base, chemical reduction or catalytic 
reductions using palladium carbon catalyst, Rancy nickel and the like. 

It is possible that the benzamide compound which is put forward by this invention is present as 
pharmacologically acceptable salt. Aforesaid salt is described in "Conditions for carrying out this 
invention" and formula (1). 

Using compound represented by formula (M), it can be produced in accordance with normal 
methods. In an embodiment, when compounds of the aforesaid (I), (1-1) contain basic group derived 
from for example amino group, pyridyl group within the aforesaid molecule, it can be converted into 
pharmacologically acceptable salt corresponding to it by treating aforesaid compound with acid. 

As aforesaid acid addition salt, the acid addition salt for example acid halide salt such as for example 
hydrochloride, hydrofluoric acid salt, hydrobromic acid salt, hydroiodic acid salt or the like, inorganic 
acid salt such as for example nitrate, perchlorate, sulfate, phosphate, carbonate or the like, lower 
alkyl sulfonate such as for example mcthancsulfonatc, trifiuoromcthancsulfonatc, cthancsulfonic acid 
salt or the like, aryl sulfonate such as for example benzensuplhonate, p-toluenesulfonate or the like, 
organic acid salt such as for example fumarate, succinate, citrate, tartrate, oxalate, maleate or the 
like and organic acid of amino acid such as for example glutamic acid salt, aspartate or the like are 
nominated. Moreover, when the compound of this invention contains acidic group in aforesaid 
group, when for example carboxyl groups is contained, it is possible to convert into the 
pharmacologically acceptable salt corresponding to it by treating aforesaid compound with base. As 
aforesaid base addition salt, for example salts with alkali metal salt such as for example sodium, 
potassium and the like, alkaline earth metal salt such as for example calcium, magnesium and the 
like, ammonium salt, organic base such as for example guanidine, triethylamine, dicyclohexylamine 
and the like are nominated. The compound of this invention may exist as free compound or arbitrary 
hydrate of salts thereof or solventate furthermore. 

Next, the glucokinase activation action displayed by the compound represented by general formula 
(1) in accordance with this invention, accompanying hypoglycemic action and examination process 
thereof are shown. 
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Measurement of excellent glucokinase activation action displayed by the compound of this invention 
represented by general formula (1) can be carried out by process in accordance with literature (for 
example, Diabetes, vol. 45, pp. 1 373 -1 677, 1996 or the like) or method in accordance with it. 

Glucokinase activity is not directly measured by glucose-6-phosphoric acid, however the level of 
activation of glucokinase is investigated by measuring the amount of Thio-NADH produced when 
glucosc-6-phosphoric acid dehydrogenase which is the reporter enzyme forming phospho 
gluconolactone from glucose-6-phosphoric acid. 

Recombinant human liver GK used with this assay was expressed in B.coli as FLAG fusion protein and 
was purified with ANTIFLAG M2 AFFINITY GEL (Sigma). 

The assay was performed at 30 degrees using flat bottom 96-well plate. 69 |il aliquate of Assay buffer 
(25mM Hepes Buffer: pH=7.2, 2 mM MgC12 5 1 mM ATP, 0.5 mM TNAD, ImM dithlothreitol) was 
introduced, and DMSO solution of compound or DMSO as control 1 jxl was added. Next, Enzyme 
mixture (FLAG-GK, 20 U/ml G6PDH) 20jll1 cooled on ice was added, and thereafter, 25 mM glucose 
10 U.1 which is the substrate was added, and reaction was started (2.5 mM = the final glucose 
concentration). 

After the start of reaction, increase of absorbance at 405 nm was measured for ten minutes every 30 
seconds, and increment for the first five minutes was used, and evaluation of compound was carried 
out. The FLAG-GK was added so that the absorbance increment for five minutes comprised between 
0.05-0.1 in the presence of 1 % DMSO. 

As a number to denote GK activity of compound, AC200 was used. The definition of AC200 shows 
compound concentration necessary to increase the OD to 2 times thereof (200 %), when the OD 
value with DMSO control is 100 %. 

AC200 value was used as index of GK activated ability, and when, GK activated ability was measured, 
as a result, the compound groups shown in the following Production Example showed activity of 200 
% with 10U.M or less. 
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Next, the fact that the compound of this invention having the aforesaid GK activated action 
represented by general formula (1) shows excellent sugar depression action was demonstrated for 
example by the following test process. 

Compound of Production Example 33 included in this invention was selected in order to demonstrate 
that the compound contained in this invention showed actual hypoglycemic action, and 
hypoglycemic action was examined. Using mouse, after glucose loading, said compound was 
administered and the effect on the blood glucose level influence was examined. Examination process 
and the test results thereof are shown below. 

Examination Method 

Male ICR mice (8-1 1 weeks old, n = 5) bred under free feeding, water intake conditions were fasted 
from the examination previous night, and the tip of tail was slightly cut with scissors, and blood was 
collected. Thereafter, compound suspended in 0.5 % methyl cellulose solution in which glucose was 
dissolved was orally-administered. Moreover, as control group, 0.5 % methyl cellulose solution in 
which glucose was dissolved was orally-administcrcd to rat. Collection of blood was carried out every 
30 minutes after test drug medicine administration, and centrifugation of the obtained blood was 
carried out, and plasma was separated. Blood glucose level in plasma was determined using commercial 
measurement reagent (Determiner GL-E (Kyowa Medics)) by glucose oxidase method. Moreover, 
insulin concentration in plasma was determined using commercial measurement kit (Morinaga Life 
Science Laboratory) by enzyme immunoassay. Analysis of the obtained numerical value was carried 
out using Student T test, and statistical significant difference thereof was calculated. The results 
thereof are shown in the following Table 1 . 

Table 1. 
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250n 



200 



* P<0.05 vs. vehicle I I vehicle 

l-A 10mg/kg 

X, vm Cpd-A 30mg/kg 



E 



S 150- 



8 
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< 




100 



30 60 90 120 
Time after glucose roading (min) 



In above-mentioned (Table 1), Cpd-A denotes the compound proposed in the following Production 
Example 33. 



Moreover, the hypoglycemic action of the compound in accordance with this invention can be 
carried out by process in literature (Proc. Natl. Acad. Scl. 1995.92.3096-3099), a process in 
accordance with this or combining these and the normal method in addition to the process described 
in aforesaid examination process. 



Compound of Production Example 1 to 117 all showed activity of 200 % at lOjiM or less, 
usingAC200 value as index of GK activated ability of compound. Accordingly the compounds in 
accordance with this invention arc useful as drug for prevention and treatment of diabetes mcllitus. 

Because, as a result of above, benzamide derivative represented by the general formula (I) shows 
hypoglycemic action by activating glucokinase, it is useful as prophylactic and/or therapeutic drug of 
diabetes mellitus, or as prophylactic of complication of diabetes mellitus such as for example diabetic 
retinopathy, diabetic nephropathy, diabetic arteriosclerosis, diabetic ischemic cardiac disease or the 
like. Moreover, because the compound represented by general formula (1) in accordance with this 
invention has glucokinase activation action, it is useful for non-insulin dependent diabetes mellitus in 
addition to insulin dependent diabetes mellitus. 
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It is possible that novel amino benzamide derivative represented by formula (1) is administered orally 
or aorally. When the compound in accordance with this invention is clinically applied, , it is 
pharmaceutical^ formulated into various forms in accordance with administrative form thereof, with 
addition of pharmacologically acceptable additives, and it can be administered. 

As additives in such cases, various additive which is usually used in pharmaceutical preparation sphere, 
can be used and for example gelatin, lactose, refined sugar, titanium oxide, starch, crystalline 
cellulose, hydroxypropyl methyl cellulose, carboxymethylcellulose, maize starch, micro crystalline 
wax, white petrolatum, magnesium metasilicate aluminate, anhydrous calcium phosphate, citric acid, 
citric acid three sodium, hydroxypropylcellulose, sorbitol, sucrose fatty acid ester, polysorbate, 
sucrose fatty acid ester, polyoxyethylene hardened castor oil, polyvinylpyrrolidone, magnesium 
stearate, light anhydrous silicic acid, talc, vegetable oil, benzyl alcohol, gum arabic, propylene glycol, 
polyalkylene glycol, cyciodextrin or hydroxypropyl dextrin and the like are nominated. 

As pharmaceutically formulated formulation with a mixture with these additives , for example solid 
agent such as tablet, encapsulated formulation, granule, powder, suppository and the like or liquid 
formulation such as for example syrup, injection or elixir agent and the like are proposed, and these 
can be prepared according to ordinary process in a sphere of formulation. Moreover, in liquid 
formulation, it may be a form to dissolve or suspended in water or other suitable vehicle at the time 
of use. Moreover, in case of injection in particular, it may be dissolved or suspended in physiological 
saline or glucose liquid in accordance with requirements, and further buffer agent and preservative 
may be added. 

It is possible that these formulations contain the compound in accordance with this invention in 
proportion of total agent of 1.0-100 wt% and preferably 1.0 to 60 wt.%. 

When the compound in accordance with this invention is used for example in clinical field, the dose 
and administration frequency thereof are different depending on the distinction of sex, age, body 
weight of the patient, the level of symptom or the type and range of target treatment effect, 
however, in the case of oral-administration, generally it is 0.1 to 100 mg/Kg once or divided into 
several times per adult per day, and in case of aoral administration, it is preferred to be administered 
0.001 to 10 mg/kg once to several times 1. 

Ideal form for Carrying Out the Invention 
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Hereinafter, this invention is described in concrete terms using Preparation Example and Production 
Example furthermore. But it should be understood however, that this invention is in no way 
restricted by these Examples. 

Preparation Example 1 ( 

10 pts. of compound of Production Example 1, heavy magnesium oxide 15 pts. and milk sugar 75 
pts. were uniformly mixed and made into powdered drug of 350 pm or less powder or subtle granular. 
This powder was introduced into capsule container, and encapsulated formulation was made. 

Preparation Example 2 

45 pts. of compound of Production Example 1, starch 15 pts, milk sugar 16 pts, crystalline cellulose 
21 pts, polyvinyl alcohol 3 pts. and distilled water 30 pts. were uniformly mixed, and thereafter, it 
was pulverised and granulated and was dried, and thereafter, sieve separated, and granule of size of a 
diameter of 1410 to 177 pm was made. 

Preparation Example 3 

Granule was produced by process same as in Preparation Example 2, and thereafter, calcium stearate 
3 pts. with respect to this granule 96 pts. was added, and it was compression-molded, and tablet of a 
diameter of 10 mm was produced. 

Preparation Example 4 

Crystalline cellulose 10 pts. and calcium stearate 3 pts. with respect to granule 90 pts. obtained by 
process of Preparation Example 2 were added, and compression-molding was carried out and made 
tablet of a diameter of 8 mm, thereafter, syrup gelatin, precipitated calcium carbonate mixed 
suspension were added to this, and sugar-coated tablet was produced. 

Hereinafter, this invention will be described in concrete terms by Preparation Example, Production 
Example, Reference Example furthermore. However, in this invention, there are not any restrictions 
in any way by these. 

In thin layer chromatograph of Example, Silicagel 60F245 (Merck) was used as plate and UV 
detector was used as detection method. As silica gel for column, WakogelTM C-300 (Wako 
Jyunyaku) was used and as silica gel for reverse phase column, LC-SORBTM SP-B-ODS(Chemco) or 
YMC-GELTM ODS-AQ120-S50 (Yamamura Chemical Institute) were used. 
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Meanings of abbreviation in the following Examples arc shown below. 

i-Bu= isobutyl group 

n-Bu=n-hutyl group 

t-Bu-t-butyi group 

Mc= methyl group 

Et= ethyl group 

Ph= phenyl group 

i-Pr= i sop ropy I group 

n-Pr=n-propyl group 

CDC13 = deuterated chloroform 

CD30D= deuterated methanol 

DMSO-d6 = heavy dimethyl sulphoxide 

Meanings of abbreviation in nuclear magnetic resonance spectrum arc shown as follows. 

s= singlet 

d= doublet 

dd= double doublet 

t= triplet 

m= multiplex 

br= broad 

q= quartet 

J = coupling constant 
Hz= Hertz 

Production Example 1 



Preparation of 2-amino-4-fluoro-5-( 1 -methyl- lH-imidazol-2-yl-sulphanyl)-N-thiazol-2-yl- 
benzamide 
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To methylene chloride solution (20 ml) of 4,5-difluoro-2-nitrobenzoic acid 1.00 g (4.92 mmol), two 
drops of N,N -dimethyl formamidc and oxalyl chloride 0.51 ml (5.91 mmol) were added dropwisc 
under ice cooling, and on completion of the dropwise addition, the reaction liquor was stirred at room 
temperature for one hour. The reaction liquor was concentrated under vacuum, and acid chloride was 
obtained as a colourless oily substance. 

Pyridine 0.91 ml (9.84 mmol) was added to methylene chloride solution (10 ml) of 2-aminothiazolc 
493 mg (4.92 mmol), and thereafter, methylene chloride solution of previously obtained acid 
chloride (5 ml) was added dropwise under ice cooling, and on completion of the dropwise addition, the 
reaction liquor was stirred at room temperature overnight IN- hydrochloric acid aqueous solution was 
added to the reaction liquor and was extracted with chloroform, and the organic layer was washed 
with water, saturated aqueous sodium bicarbonate solution and saturated aqueous sodium chloride 
solution, and was dried and concentrated under reduced pressure. The obtained residue was 
recrystallised from chloroform, and amide body 923 mg (66 % = yield) was obtained as straw- 
coloured solid. 

Triethylamine 1.35 ml (9.68 mmol) and 1 -methyl- 2- m ere apto thio imidazole 443 mg (3.87 mmol) 
were added to acetonitrile solution 10.0 ml of the obtained amide body 920 mg (3.23 mmol), and the 
reaction liquor was heated under reflux overnight. The reaction liquor was concentrated under 
vacuum, and the obtained residue was recrystallised from methanol, and nitro body 552 mg (45 % = 
yield) was obtained as yellow solid. 

Iron powder 2.4 g was added to mixed liquid of isopropanol (20 ml) of the obtained nitro body 480 
mg (1.27 mmol) and saturated ammonium chloride aqueous solution (2 ml) and it was heated under 
reflux for 30 minutes. The reaction liquor was filtered with celite, and thereafter concentrated under 
reduced pressure and the obtained residue was purified using silica gel column chromatography 
(chloroform : methanol = 8 : 1) and the title compound 270 mg (55 % = yield) were obtained as 
white crystals. 

1H-NMR(CD30D) delta =3.79 (3H, s), 6.51 (1H, d, J = 11.4 Hz), 6.62 (1H, d, J = 1.0 Hz), 7.00 (1H, 
d, J = 1.3 Hz), 7.17 (1H, d, J = 1.3 Hz), 8.04 (1H, d, J = 8.0 Hz). 
ESI-MS(m/e)=350 (M+H)+. 
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Using process same as in the aforesaid Production Example 1, compounds of Production Example 2 
to Production Example 82 were obtained. 

Below, among these compounds, analysis data of representative compounds are shown. 
Production Example 2 




Preparation of 2-amino-4-fluoro-5-(l -methyl- lH-imidazol-2-yl-sulphanvlVN-(4-methvl-thiazol-2- 
yl) benzamide 

1 H-NMR(CD30D) delta =2.33 (3H 3 d, J = 1.0 Hz), 3.79 (3H, s), 6.51 (1H, d, J = 11.4 Hz), 6.62 (1H, 
d, J = 1.0 Hz), 7.00 (1H, d, J= 1.3 Hz), 7.17 (1H, d, J= 1.3 Hz), 8.04 (1H, d, J = 8.0 Hz). 
FAB-MS(m/e)-364 (M+H)+. 

Production Example 3 




Preparation of 2-amino-5-methyl-sulphanyl-N-thiazol-2-yl-benzamide 

lH-NMR(CDCl 3 ) 5 : 2.39 (3H, s), 6.72 (1H, d, J = 8.5 Hz), 6.97 (1H, d, J = 3.6 Hz), 7.30-7.37 (2H, 
m), 7.65 (1H, d, J = 3.0 Hz). 
FAB-MS(m/e)=266 (M+H)+. 

Production Example 4 




Preparation of 2-amino-5-(2-hydroxy-ethane sulphanyl)-N-(4-methyl-thiazol-2-yl) benzamide 

1H-NMR(CD30D) delta =2.30 (3H, d, J - 1.1 Hz), 2.91 (2H, t, J = 6.9 Hz), 3.63 (2H, t, J = 6.9 Hz), 
6.64 (1H, d, J = 1.1 Hz), 6.76 (1H, d, J = 8.6 Hz), 7.37 (1H, dd, J = 2.1, 8.6 Hz), 7.84 (1H, d, J = 2.1 
Hz). 

/ 
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Production Example 5 




O NHg 



Preparation of 2-amino-5-(4-amino-5-ethoxycarbonyl-pyriniidine-2-yl-sulphanyl)--N'(4-methyl- 
thiazol-2-yl) benzamide 

1 H-NMR(CD30D) delta =1.34 (3H, t, J = 7.2 Hz), 2.31 (3H, d, J = 1.0 Hz), 4.32 (2H, q, J = 7.2 Hz), 
6.63 (1H, s), 6.85 (1H, d, J = 8.7 Hz), 7.38 (1H, dd, J = 2.2, 8.7 Hz), 7.94 (1H, d, J = 2.2 Hz), 8.55 
(1H, s). 

FAB-MS(m/e)=431 (M+H)+. 
Production Example 6 




Preparation of 2-amino-5-( thiazol-2-yl-sulphaDyl)-N-(4>metbyl-thiazol-2'yl) benzamide 
* H-NMR(CD30D) delta -2.31 (1H, d, J = 1.0 Hz), 6.63 (1H, s), 6.88 (1H, d, J = 8.7 Hz), 7.38 (1H, 
d, J = 3.0 Hz), 7.48 (1H, dd, J = 2.1, 8.7 Hz), 7.62 (1H, d, J - 3.0 Hz), 8.13 (1H, d, J - 2.1 Hz). 
FAB-MS(m/e)=349 (M+H)+. 

Production Example 7 




Preparation of 2-amino-5-(l -methyl- 1 II-imidazol-2-yl-sulphanyl)-N-(4-hydroxy methyl-thiazol-2- 
yl) benzamide 

iH-NMR (DMSO-d 6 ) 5 : 3.64 (3H, s), 4.49 (2H, d, J - 6.0 Hz), 5.24 (1H, t, J = 6.0 Hz), 6.74 (1 H, d, 
J = 8.8 Hz), 6.93 (1H, s), 6.94 (1H, s), 7.16 (1H, dd, J - 1.6, 8.8 Hz), 7.29 (1H, s), 7.99 (1H, d, J = 
1.6 Hz). 

FAB-MS(m/e)=362 (M+H)+. 
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Production Example 8 




Preparation of 2-amino-5-(lH~imidazol-2-yl-sulphanyl)-N-(4-hydroxy methyl-thiazol-2-yl) 
benzamide 

] H-NMR (DMSO-d 6 ) 5 : 4.48 (2H, s), 5.22 (1H, br), 6.74 (1H, d, J = 8.8 Hz), 6.92 (2H, s), 7.17 
(1H, s), 7.23 (1H, d, J = 8.8 Hz), 8.05 (1H, s). 
FAB-MS(m/e)=348 (M+H)+. 

Production Example 9 



Preparation of 2-amino-5-(l -methyl- lH-imidazol>2-yl-sulphonyl)-N-(4-hydroxy methyl-thiazol-2- 
yl) benzamide 



iH-NMR (DMSO-d 6 ) 8 : 3.88 (3H, s), 4.46 (2H 5 s), 5.25 (1H, br), 6.87 (1H, d, J - 8.4 Hz), 6.90 
(1H, s), 7.02 (1H, s), 7.40 (1H, s), 7.52 (1H, s), 7.62 (1H, d, J = 8.4 Hz). 
FAB-MS(nVe)=394 (M+II)+. 



Preparation of 2-amino-5-(4-ethoxycarbonyl-lH-imidazol-2-yl-sulphanyl)-N-(4-hydroxy methyl- 
thiazol-2-yl) benzamide 

1 H-NMR(CD 3 OD ) delta =1.33 (3H, t, J = 7.1 Hz), 4.29 (2H, q, J = 7.1 Hz), 4.60 (2H, d, J = 0.9 Hz), 
6.79 (1H, d, J = 8.7 Hz), 6.93 (1H, d, J = 0.9 Hz), 7.39 (1H, dd, J = 2.1, 8.7 Hz), 7.68-7.69 (1H, m), 
8.00(111, d, J = 2.1 Ilz). 
FAB-MS(m/e)=420 (M+H)+. 




Production Example 10 
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Production Example 11 




V 0H 



Preparation of 2-amino-5-(l -methyl- lH-imida2ol-2-vl-sulphmyl)-N-(4-hydroxy methyl-thiazol-2- 
yl) benzaniide 

1 H-NMR(DM SO-d^) delta =3.70 (3H, s), 4.46 (2H, s), 5.21 (1H, br), 6.88 (1H, s), 6.89 (1H, d, J = 
8.8 Hz), 7.03 (1H, s), 7.35 (1H, s), 7.38 (1H, d, J = 8.8 Hz), 8.14 (1H, s). 
FAB~MS(m/e)=378 (M+H)+. 

Production Example 12 



Preparation of 2-amino-5-methyl sulphanyl-N-thiazolo pyridine-2-yl-henzamide 
^H-NMR(CDCl3) 5 : 2.39 (3H, s), 5.84 (2H, br), 6.74 (1H, d, J = 8.4 Hz), 7.34 (1H, d, J = 4.8 Hz), 
7.38 (1H, dd, J - 2.0 ? 8.4 Hz), 7.61 (1H, d, J = 2.0 Hz), 7.89 (1H, dd, J = 1.2, 8.4 Hz), 8.81 (1H, dd, J 
- 1.2, 4.8 Hz). 
FAB-MS(m/e)=317 (M+H)+. 

Production Example 13 



Preparation of 2-amino-5-(l-hydroxyethyUlIMmidazoU2-yl-sulpbanyl)-N-(4-hydroxy methyl- 
thiazol-2-yl) benzamide 

* H-NMR(CD30D) 5 =3.73 (2H, t, J = 4.8 Hz), 4.27 (2H, t, J=4.8 Hz), 4.61 (2H, S), 6.74 (IH, d, J = 
8.8 Hz), 6.93 (1H, s), 7.04 (1H, s), 7.27-7.30 (2H, m), 7.89 (1H, s). 
FAB-MS(m/c)=392 (M+H)+. 




N; 
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Production Example 14 




OH 



Preparation of 2-amino-5-( pyrimidinc-2-yl-sulphanyl)-N-(4-hydroxy mcthyl-thiazol-2-yl) 
benzamidc 

^H-NMR(CDCl3) S : 4.44 (2H, d, J = 5.2 Hz), 5.18 (1H, t, J = 5.2 Hz), 6.81 (1H, d, J - 8.4 Hz), 6.87 
(1H, s), 7.04 (2H, br), 7.16 (1H, d, J = 8.8 Hz), 7.32 (1H, d, J = 8.8 Hz), 8.13 (1H, s), 8.84 (2H, d, J 
- 8.4 Hz). 

FAB-MS(m/e)=360 (M+H)+. 
Production Example 15 



Preparation of 2-amino-5-(l-niethanesulphonyl-lH-imidazol-2-yl-sulphanyl)-N-(4-ethoxycarbonyl- 
thiazol-2-yl) benzamidc 

1 H-NMR(CDCl3) 5 : 1.31 (3H, t, J = 7.2 Hz), 3.41 (3H, s), 4.30 (2H, q, J = 7.2 Hz), 6.69 (1H, d, J = 
8.4 Hz), 6.88 (1H, d, J = 2.0 Hz), 7.32 (1H, d, J = 2.06 Hz), 7.40 (1H, dd, J = 2.0Hz, 8.4 Hz), 7.74 
(1H, s), 7.95 (1H, d, J -2.0 Hz). 
FAB-MS(m/e)=468 (M+H)+. 

Production Example 16 



Preparation of 2-amino-S-(lH-imidazol-2>yl>sulphanyl)-N-(4-hydroxy methyl-5-chloro-thiazol-2- 
yl) benzamide 

* H-NMR(CD30D) delta =4.56 (2H, s), 6.76 (1H, d, J = 8.8 Hz), 7.05 (2H, s), 7.34 (1H, dd, J = 
2.0Hz, 8.8 Hz), 7.95 (1H, d, J = 2.0 Hz). 
FAB-MS(m/e)=382 (M+H)+. 
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Production Example 17 




ci 



Preparation of 2-amino-5>(4,5-dichloro-lII-imidazol-2-yl-suIphanyl)-N-(4-hydroxy methyl -thiazol- 
2-yl) benzamide 

1h-NMR(CD30D) delta =4.60 (2H, s), 6.79 (1H, d, J = 2.0 Hz), 6.93 (1H, s), 7.37 (1H, dd, J = 
2.0Hz, 8.8 Hz), 7.95 (1H, d, J = 2.0 Hz). 
FAB-MS(m/e)=416 (M+H)+. 

Production Example 18 




Preparation of 2-amino-5-cyclopentyl sulpbanyl-N-(4-ethoxycarbonyl-thiazol-2-yl) benzamide 
lH-NMR(CDCl 3 ) 5 : 1.35 (3H, t, J = 6.0 Hz), 1.49-1.92 (8H, m), 3.29-3.33 (1H, m), 4.34 (2H, q, J 
- 6.0 Hz), 5.89 (2H, s), 6.66 (1H, d, J - 8.8 Hz), 7.38 (1H, dd, J - 2.0, 8.8 Hz), 7.58 (1H, d, J - 2.0 
Hz), 7,87(1 H, s). 
FAB-MS(m!e)=392 (M+H)+. 

Production Example 19 




Preparation of 2-amino-5-(l -methyl- lH-tetrazoU5-yl-sulphanyl)-N-(4-hydroxy methyl-thiazol-2- 
yl) benzamide 

* H-NMR(CD30D) delta -4.03 (3H, s), 4.60 (2H, s), 6.82 (1H, d, J = 8.8 Hz), 6.88 (1H, s), 7.43 
(1H, dd, J - 2.4Hz, 8.8 Hz), 8.01 (1H, d, J = 2.4 Hz). 
FAB-MS(m/e)=364 (M+H)+. 

Production Example 20 
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N 




OH 



Preparation of 2-amino-5-(2II-f 1,2,4] triazol-5-yl-sulphanyl)-N-(4-hydroxy methyl-thia2ol-2-yl) 
benzamide 

1 H-NMR(CD30D) delta =4.60 (2H, s), 6.81 (1 H, d, J = 8.8 Hz), 6.93 (1 H, s), 7.42 (1 H, dd, J = 
2.0Hz, 8.8 Hz), 7.90 (1H, s), 8.01 (1H, d, J = 2.0 Hz), 8.27(1H, brs). 
FAB-MS(rn/e)=349 (M+H)+. 

Production Example 21 



Preparation of 2-amino-5-( pyridinc-4-yl-sulphanyl)-N-(4-hydroxy mcthyl-thiazol-2-yl) benzamide 
1 II-NMR(CD30D) delta =4.57 (III, s), 6.91-6.94 (211, m), 7.04 (211, d, J = 4.8 Hz), 7.40 (III, d, J = 
8.8 Hz), 7.99(1H, s), 8.23 (2H, d, J = 4.8 Hz). 
FAB-MS(m/e)=359 (M+H)+. 

Production Example 22 



Preparation of 2-amino-5-(4-chloro-lH-imidazol-2-yl-sulphanyl)-N-(4-hydroxy mcthyl-thiazol-2- 
yl) benzamide 

1 H-NMR(CD30D) delta =4.60 (2H, s), 6.78 (1H, d, J = 8.4 Hz), 6.93 (1H, s), 7.05 (1H, s), 7.37 
(1H, d, .1 = 8.4 Hz), 7.97 (1H, s). 
FAB-MS(m/e)-382 (M+H)+. 

Production Example 23 



Preparation of 2-amino-5-(1 H-imidazol-2-yl-sulphanyl)-N-(4-acetyl-thiazol'2-yl) benzamide 
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iH-NMR (DMSO-d 6 ) 5 : 2.52 (3H, s), 6.74 (1H, d, J = 8.8 Hz), 6.90 (1H, s), 7.16 (1H, s), 7.24 (1H, 
d, J= 8.8 Hz), 8.13 (2H, s) 
FAB-MS(m/'e)=360 (M+II)+. 

Production Example 24 



Preparation of 2-amino-5-cycIohexyl sulphanyl-N-(4-hydroxy methyl -thiazol-2-yD benzamide 
^H-NMR (DMSO-d 6 ) 8 : 1.10-1.30 (6H, brs), 1.60-1.75 (2H, brs), 1.80-1.90 (2H, brs), 2.90-3.00 
(1H, brs), 4.47 (2H, s), 5.20-5.22 (1H, brs), 6.71 (1H, dd, J = 2.8Hz, 8.8 Hz), 6.91 (1H, s), 7.24 (1H, 
d, J = 8.8 Hz), 7.93 (1H, s). 
FAB-MS(m/e)=364 (M+H)-h 

Production Example 25 



Preparation of 2-amino-5-( pyridine-2-yl-sulphanyl)-N-(4-hydroxy methyl-thiazol-2-yl) benzamide 
1 H-NMR(CD30D) delta -4.57 (2H, s), 6.80-6.92 (3H, m), 7.08 (1H, dt, J = 5.0, 7.6 Hz), 7.42 (1H, 
dd, J = 1.6, 8.0 Hz), 7.59 (1H, dt, J = 2.0, 7.6 Hz), 8.01 (1H, d, J = 1.6 Hz), 8.31 (1H, d, J = 5.0 Hz). 
FAB-MS(m/e)=359 (M+H)+. 

Production Example 26 



Preparation of 2-amino-5-(lH-imidazol-2-yl-sulphanyl)-N-(4-[l -hydroxy- 1 -methyl- ethyl] -thiazol- 
2-yl) benzamide 

^-NMRCCDSOD) delta =1.56 (6H, s), 6.74 (1H, d, J = 8.8 Hz), 6.87 (1H, s), 7.05 (2H, s), 7.33 
(1H, d, J = 8.8 Hz), 7.97 (1H, s). 
FAB-MS(m/e)=376 (M+H)+. 

Production Example 27 
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,0H 



Preparation of 2-amino-5-(5-methyl-f 1,3,41 thiadiazol-2-yl-sulphanyr)-N-(4-hydroxy methyl- 
thiazol-2-yl) bcnzamidc 

Ul-NMRCCDC^) 5 : 2.66 (311, s), 4.63 (III, s), 6.86 (III, d, J-8.4 Hz), 6.88 (III, s), 7.51 (III, dd, J 
- 2.0 Hz, 8.4 Hz), 8.09 (1H, d, J 2.0 Hz). 
FAB-MS(m/e)=380 (M+H)+. 

Production Example 28 



Preparation of 2-amino-5-(5-methyl-lH-r 1,2,41 triazol-3-yl-sulphanyl)-N-(4-hydroxy methyl- 
thiazol-2-yl) bcnzamidc 

1 II-NMR(CD30D) delta =2.36 (311, s), 4.60 (20, s), 6.79 (III, d, J = 8.8 Hz), 6.93 (III, s), 7.40 
(1H, dd, J = 1.6Hz, 8.8 Hz), 7.98 (1H, d, J= 1.6 Hz). 
FAB-MS(m/e)=363 (M+H)+. 

Production Example 29 



Preparation of 2-amino-5-(lH-imidazol-2-yl-sulphanyl)-N-r4-(l-hydroxy-ethyl)-thiazol-2-yl1 
benzamide 

1 H-NMR(CD30D) delta =1.50 (3H, d, J = 6.8 Hz), 4.85 (1H, q, J = 6.8 Hz), 6.76 (1H, d, J = 8.8 Hz), 
6.89 (1H, s), 7.05 (1H, s), 7.34 (1H, dd, J - 1.5, 8.8 Hz), 7.96 (1H, d, J - 1.5 Hz). 
FAB-MS(m/c)=362 (M+H)+. 

Production Example 30 
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Preparation of 2-amino-5-( lH-imidazol-5-yl-sulphanyl)-N-[4-( l-hydroxy-ethyl)-thiazol-2-yl1 
bcnzamidc 

1 II-NMR(CD30D) delta =1.50 (311, d, J = 6.8 Hz), 4.85 (III, q, J = 6.8 Hz), 6.76 (III, d, J = 8.8 Hz), 
6.89 (IH, s), 7.05 (1H, s), 7.34 (IH, dd, J = 1.5, 8.8 Hz), 7.96 (IH, d, J - 1.5 Hz). 
FAB-MS(m/e)=362 (M+H)+. 



Production Example 31 




Preparation of 2-amino-5-(l -methyl- lH-imidazol-5-yl-sulphanyl)-N-(4-trifliJorornethyl-thiazol-2- 
yl) benzamide 

iH-NMRO^OD) delta =3.75 (3H, s), 6.75 (IH, d, J = 8.8 Hz), 7.02 (1H, s), 7.19 (1H, s), 7.29 
(IH, dd, J = 1.2, 8.8 Hz), 7.64 (IH, s), 7.95 (IH, d, J = 1.2 Hz). 
FAB-MS(m!e)-400 (M+H)+ . 

Production Example 32 




Preparation of 2-amino-5-(l-methyl-ethyl)-sulphanyl-N-(4-hydroxy methyl-thiazol-2-yl) 
benzamide 

1 II-NMR(CD30D) delta =1.21 (611, d, J = 6.8 IIz), 3.14-3.18 (III, m), 4.59 (211, s), 6.76 (III, d, J = 
8.4 Hz), 6.93 (IH, s), 7.34 (IH, dd, J = 2.4, 8.4 Hz), 7.83 (IH, d, J = 2.4 Hz). 
FAB-MS(m/e)=324 (M+H)+. 



Production Example 33 




Preparation of 2-ammo-5-(4-methyl-4H-r 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) 
benzamide 
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1 H-NMR(CD 3 OD ) delta =2.32 (3H, d, J = 1.0 Hz), 3.71 (3H, s), 6.62 (1H, d, J = 1.0 Hz), 6.78 (1H, 
d, J = 8.7 Hz), 7.36 (1H, dd, J = 2.2, 8.7 Hz), 8.00 (1H, d, J = 2.2 Hz), 8.50 (1H, s). 
FAB-MS(m/e)=347 (M+II)+. 

Production Example 34 




Preparation of 2-amino-5-(4H-r 1,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2-vl) benzamide 
1 H-NMR(CD30D) delta =2.28 (3H, d, J = 1.0 Hz), 6.59 (IH, d, J - 1.0 Hz), 6.75 (1H, d, J = 8.6 Hz), 
7.36 (1H, dd, J = 2.2, 8.6 Hz), 7.97 (1H, d, J = 2.2 Hz), 8.22 (IH, s). 
FAB-MS(m/c)=333 (M+H)+. 

Production Example 35 




Preparation of 2-amino-5-(5-methyl-lH-r 1,2,4] triazol-3-yI-sulphanyl)-N-f4-(l-hydroxy-cthyl)- 
thiazol-2-yll benzamide 

] H-NMR(CD30D) delta =1.50 (3H, d, J = 6.6 Hz)', 2.37 (3H, s), 4.84 (1H, q, J = 6.6 Hz), 6.79 (IH, 
d, J = 8.4 Hz), 6.89 (1H, s), 7,40 (IH, dd, J = 2.0 Hz, 8.4 Hz), 7.99 (1H, d, J = 2.0 Hz). 
FAB-MS(m/c)=377 (M+H)+. 

Production Example 36 




Preparation of 2-amino-5-(2-hydroxymethyl-l -methyl- lH-imidazol-3-yl-surphanyl)-N-(4 
bydroxymethyl-thiazol-2-yl) benzamide 

1 H-NMR(CD 3 OD ) delta =3.75 (3H, s), 4.55 (2H, s), 4.60 (2H, d, J = 0.8 Hz), 6.74 (IH, d^J = 8.7 
Hz), 6.92 (IH, s), 6.99 (IH, s), 7.27 (IH, dd, J = 2.1, 8.7 Hz), 7.90 (IH, d, J = 0.8 Hz). 
FAB-MS(m/e)=392 (M+II)+. 
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Production Example 37 




Preparation of 2-amino-5-(5-methylarnino-n 3,41 thiadiazol-2-yl-suIphanyl)-N-(4-hydroxy methyl- 
thiazoI-2-yl) bcnzamidc 

1 II-NMR(CD30D) delta =2.90 (311, s), 4.59 (211, s), 6.84 (III, d, J = 8.8 Hz), 6.93 (III, s), 7.46 
(1H, dd, J = 2.0, 8.8 Hz), 8.05 (1H, d, J = 2.0 Hz). 
FAB-MS(m/e)=395 (M+H)+. 

Production Example 38 




Preparation of 2-amino-5-(5-dimcthylamino-n,3,41 thiadiazoi-2-yl-sulphanyl)-N-(4-hydroxy 
methyI-thiazol-2-yl) benzamide 

] H-NMR(CD30D) delta =3.05 (6H, s), 4.59 (2H, s), 6.84 (1H, d, J - 8.8 Hz), 6.93 (1H, s), 7.46 
(1H, dd, J = 2.0, 8.8 Hz), 8.05 (1H, d, J = 2.0 Hz). 
FAB-MS(m/e)-409 (M+H)+. 

Production Example 39 




Preparation of 2-amino-5-(4,5-dimethyl-4H-n,2,41 triazol-3-yl-sulphanyl)-N-(4-hydroxy methyl- 
thiazol-2-yl) benzamide 

^^1^(00300) delta =2.42 (3H, s), 3.62 (3H, s), 4.60 (2H, s), 6.78 (1H, d, J = 8.8 Hz), 6.93 
(1H, s), 7.37 (1H, dd, J - 2.1, 8.8 Hz), 7.97 (1H, d, J - 2.1 Hz). 
FAB-MS(m/c)=377 (M+H)+. 

Production Example 40 
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Preparation of 2-amino-5- (4-methyl-lH-imidazQl-2-yl-sulphanyl)-N-(4-hydroxy methyl-thiazol-2- 
yl) bcnzamidc 

^I-NMRtCDSOD) delta =2.00 (311, s), 4.60 (211, s), 6.74 (111, s), 6.75 (III, d, J - 8.4 Hz), 6.93 
(1H, s), 7.32 (1H, dd, J = 2.0 Hz, 8.4 Hz), 7.93 (1H, d, J = 2.0 Hz). 
HAB-MS(m/e)=362 (M+H)+. 

Production Example 41 



Preparation of 2-amino-5-(5-mcthyl-4H-ri,2,41 triazol-3-yl-sulphanyl)-N-(5-methyl-thiazol-2-yl) 



iH-NMRfCmOD) delta "2.35 (3H, s), 2.38 (3H, d, J - 1.1 Hz), 6.77 (1H, d, J - 8.6 Hz), 7.09 (1H, 
d, J = 1.1 Hz), 7.38 (1H, dd, J = 2.0, 8.6 Hz), 7.97 (1H, d, J = 2.0 Hz). 
FAB-MS(m/e)=347 (M+II)+. 

Production Example 42 



Preparation of 2-amino-5-(4-methyl-4H-["l,2,41 triazol-3-yl-sulphanyl)-N-(5-ethoxycaibonyl- 
pyridine-2-yl) henzamide 

^-NMROT^OD) delta =3.72 (3H, s), 3.92 (3H, s), 6.79 (1H, d, J == 8.7 Hz), 7.38 (1H, dd, J = 2.1, 
8.7 Hz), 7.96 (1H, d, J = 2.1 Hz), 8.30-8.32 (2H, m), 8.51 (1H, s), 8.91-8.93 (1H, s). 
FAB-MS(m/e)=385 (M+H)+. 

Production Example 43 



Preparation of 2-amino-5-(4-methyl-4H-P ,2,41 triazol-3-yl-sulphanyl)-N-(4,5-dimethyl-thiazol-2- 
yl) benzamide 



^^1^01(00300) delta =2.17 (3H, s), 2.22 (3H, s), 3.58 (3H, s), 6.75 (1H, d, J=8.6 Hz), 7.26 (1H, 
dd, J = 2.2, 8.6 Hz), 8.09 (1H, d, J = 2.2 Hz) 8.57 (1H, s). 




benzamide 
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Production Example 44 

Preparation of 2-amino-5-(5-methyl-4H-r 1,2,41 triazol-3-yl-sulphanyl)-N-r4-(l -methyl- 1H- 
imidazol-2-yl-sulphanyl methyl )-thiazol -2 -yl] benzamide 

1 H-NMR(CD30D) delta =2.38 (3H, s), 3.47 (3H, s), 4.10 (2H, s), 6.54 (1H, s), 6.78 (1H, d, J = 8.8 
Hz), 7.04 (1H, d, J = 1.2 Hz), 7,13 (1H, d, J = 1.2 Hz), 7.40 (1H, dd, J = 2.0Hz, 8.8 Hz), 7.98 (1H, d, 
J = 2.0 Hz). 

FAB-MS(m/e)=459 (M+H)+. 



Production Example 45 




Preparation of 2-amino-4-fluoro-5-(4-methyl-4H-n>2,41 triazol-3-yl-sulphanyl)-N-(4-methyl- 
thiazol-2-yl) benzamide 

1 H-NMR(CD30D) delta =2.32 (3H, s), 3.77 (3H, s), 6.56 (1H, d, J = 11.6 Hz), 6.62 (1H, s), 8,13 
(1H, d, J =8.0 Hz), 8.51 (1H, s). 
FAB-MS(m/e)=365 (M+H)+. 

Production Example 46 




Preparation of 2-amino-4-fluoro-5-(4,5-dimethyI-4H-ri,2,41 triazol-3-yl-sulphanyl)-N-(4-methyl- 
thiazol-2-yl) benzamide 

1 H-NMR(CD3 OD) delta =2.33 (3H, s), 2.43 (3H, s), 3.67(3H, s), 6.54 (1H, d, J = 11.6 Hz), 6.62 
(1H, s), 8.11 (1H, d, J = 7.6 Hz). 
FAB-MS(m/e)=379 (M+H)+. 



Production Example 47 
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Preparation of 2-amino-5-(4-methyl-5-trifIuoromethyl-4H-[l ,2,41 triazol-3-yl-sulphanyl)-N-(4- 
methyI-thiazol-2-yl) benzamide 

1 H-NMR(CDCl3) 5 : 2.16 (3H, s), 3.68 (3H, s), 6.47 (1H, s), 6.63 (1H, d, J = 9.2 Hz), 7.35 (1H, dd, 
J = 1.2Hz, 9.2 Hz), 7.87 (1H, d, J = 1.2 Hz). 
FAB-MS(m/e)=415 (M+H)+. 

Production Example 48 



Preparation of 2-amino-5-(2,5-dimethyl-2H-[l ,2,4] triazol-3-yl-sulphanyl)-N-(4-methyl-thiazol-2- 
yl) benzamide 

1 H-NMR(CD30D) delta =2.25 (3H, s), 2.33 (3H, s), 3.84 (3H, s), 6.64 (1H, s), 6.79 (1H, d, J = 8.8 
Hz), 7.37 (1H, dd, J - 2.0, 8.8 Hz), 8.00 (1H, d, J - 2.0 Hz). 
FAB-MS(m!c)=361 (M+H)+. 

Production Example 49 



Preparation of 2-amino-S-(4-methyl-4IHl,2,41 triazol-3-yl-sulphinyl)-N-(4-methyl-thiazol-2-yl) 



1 H-NMR(CD30D) delta =2.32 (3H, d, J = 0.8 Hz), 3.81 (3H, s), 6.62 (1H, s), 6.95 (1H, d, J = 8.9 
Hz), 7.54 (1H, dd, J - 2.2, 8.9 Hz), 8.26 (1H, d, J - 2.2 Hz), 8.57 (1H, s). 
FAB-MS(m/e)=363 (M+H)+. 

Production Example 50 





benzamide 




©Rising Sun Communications Ltd. 



WO03/080585 Al 

Caution : Post-Edited Machine Translation 



59 



Preparation of 2-amino-5-(2-methyl-2H-n ,2,4] tria2ol-3-yl-suIphanyl)-N-(4-methyl-thiazol-2-yl) 
bcnzamidc 

^I-NMRCCDC^) 5 : 2.21 (311, s), 3.84 (311, s), 6.01 (211, br), 6.69 (III, d, J = 8.4 IIz), 7.43 (III, d, 
J = 8.4 Hz), 7.78 (1H, s), 7.83 (1H, s). 
FAB-MS(m/e)-347 (M+H)+. 

Production Example 51 



Preparation of 2-amino-4-methyl-5-(l-metM 
yl) benzamide 

iH-NM^CDC^) 6 : 2.35 (3H, s), 2.38 (3H, s), 3.71 (3H, s), 6.51 (1H, s), 6.56 (1H, s), 6.94 (1H, s), 
7.03 (1H, s), 7.93 (1H, s). 
FAB-MS(m/c)=360 (M+II)+. 

Production Example 52 



Preparation of 2-amino-4-fluoro-5-(4-methyl-4H-[l ,2,4] triazol-3-yl-sulphanyi)-N-(4- 
hydroxymethyl-thiazol-2-yl) benzamide 

1 II-NMR(CD30D) delta =3.78 (311, s), 4.60 (211, s), 6.58 (III, d, J H _ F =1 1 .4IIz), 6.93 (III, s), 8.12 
(1H, d, J H _F =7.7Hz), 8.52(1H, s). 
FAB-MS(rn!e)=381 (M+H)+. 

Production Example 53 



Preparation of 2-amino-4-methyl-5-(4-methyl-4H-f 1,2,41 triazol-3-yI-sulphanyl)-N-(4-methyl- 
thiazol-2-yl) benzamide 



1 H-NMR(CD30D) delta -2.32 (3H, s), 2.34 (3H, s), 3.71 (3H, s), 6.63 (1H, s), 6.73 (1H, s), 8.02 
(1H, s), 8.48 (IH, s). 
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FAB-MS(m/e)=361 (M+H)+. 



Production Example 54 




Preparation of 2-amino-5-(4-mcthyl-4H-ri ,2,41 triazol-3-yl-sulphanyl)-N-(2-mcthyI-thiazol-4-yl) 
benzamide 

* H-NMR(CD30D) delta =2.65 (3H, s), 3.72 (3H, s), 6.77 (1H, d, J = 8.8 Hz), 7.36 (1H, dd, J = 2.0, 
8.8 Hz), 7.51 (1H, s), 7.89 (IH, d, .1 = 2.0 Hz), 8.52 (IH, s). 
FAB-MS(m!e)=347 (M+H)+. 

Production Example 55 



Preparation of 2-amino-5-(4-methyl-4H-ri,2,41 tnazol-3-yl'Sulphanyl)-N-(6-methyl-pyridine-2-yl) 
benzamide 

*H-NMR(CD30D) delta -2.47 (3H, s), 3.73 (3H, s), 6.78 (1H, d, J - 8.7 Hz), 7.01 (1H, d, J - 7.7 
Hz), 7.36 (1H, dd, J = 2.2, 8.7 Hz), 7.69 (IH, t, J = 7.7 Hz), 7.94 (1H, d, J = 2.2 Hz), 7.96 (IH, d, J = 
7.7 Hz), 8.51 (IH, s). 
FAB-MS(m/e)=341 (M+H)+. 

Production Example 56 



Preparation of 2-amino-5-(5-isopropvl-4-mcthyl-4H-fl,2,41 triazol-3-yl-sulphanyl)-N-(4-mcthyl- 
thiazol-2-yl) benzamide 

1 H-NMR(CD30D) delta =1.32 (6H, d, J = 6.9 Hz), 2.32 (3H, s), 3.09-3.13 (IH, m), 3.65 (3H, s), 
6.63 (IH, s), 6.77 (IH, d, J = 8.7 Hz), 7.35 (IH, dd, J = 2.2, 8.7 Hz), 7.99 (IH, d, J = 2.2 Hz). 
FAB-MS(nVe)=389 (M+H)+. 

Production Example 57 
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Preparation of 2-amino-4-fIuoro-5-(5-tert-butyl-4-methyl-4H-[' 1,2,4] triazol-3-yl-sulphanyl)-N-(4- 
methyl-thiazol-2-yl) benzamide 

1H-NMR(CD30D) delta -1.43 (9H, s), 2.33 (3H, d, J = 1.0 Hz), 3.83 (3H, s), 6.63 (1H, s), 6.78 
(1H, d, J - 8.7 Hz), 7.35 (1H, dd, J - 2.2, 8.7 Hz), 8.00 (1H, d, J - 2.2 Hz). 
FAB-MS(m/c)=403 (M+H)+. 

Production Example 58 




Preparation of 2-amino-5-(5-hydroxymethyl-2-methyl-2H-pyraz 
thiazol-2-yl) benzamide 

1 H-NMR(CD30D) delta =2.32 (3H, s), 3.86 (3H, s), 4.61 (2H, s), 6.63 (1H, s), 6.73 (1H, d, J = 8.8 
Hz), 7.18 (III, d, J = 2.0, 8.8 Hz), 7.58 (III, s), 7.81 (III, d, J = 2.0 Hz). 
FAB-MS(m/e)=376 (M+H)+. 

Production Example 59 




Preparation of 2-amino-5-cthyl suIphanyl-N-(4-mcthyl-thiazol-2-yl) benzamide 
Ul-NMRCCDC^) 8:1.18 (311, t, J = 7.2 Hz), 2.20 (30, s), 2.69 (211, q, J = 7.2 IIz), 6.53 (III, s), 
6.67 (iH, d, J = 8.8 Hz), 7.34 (1H, dd, J - 2.4, 8.8 Hz), 7.61 (1H, d, J = 2.4 Hz). 
KAB-MS(m/e)=294 (M+H)+. 

Production Example 60 




Preparation of 2-amino-5-( thiazolo [5,4-bl pyridine-2-yl-sulphanyl)-N-(4-methyl-thiazol-2-yl) 
benzamide 
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1 H-NMR(CD 3 OD ) delta =2.28 (3H, s), 6.61 (1H, s), 6.93 (1H, d, J = 8.8 Hz), 7.44 (1H, dd, J = 4.8, 
8.4 Hz), 7.53 (1H, dd, J = 2.4, 8.8 Hz), 8.07 (1H, dd, J - 1.6, 8.4 Hz), 8.19 (1H, d, J = 2.4 Hz), 8.37 
(III, dd, J =1.6, 4.8 Hz). 
FAB-MS(m/e)=400 (M+H)+. 

Production Example 61 



Preparation of 2-arnino-5-(4-methyl-4H-r 1,2,4] triazolO-yl-sulphanylVN-(5-hydroxymethyl-4- 
methyl-thiazol-2-yl) benzamide 

1 H-NMR(CD30D) delta =2.29 (3H, s), 3.71 (3H, s), 4.66 (2H, s), 6.78 (1H, d, J = 8.8 Hz), 7.36 
(lH, dd, J = 1.9, 8.8 Hz) 8.00 (1H, d, J = 1.9 Hz), 8.50 (1H, s). 
FAB-MS(m/e)=377 (M+H)+. 

Production Example 62 



Preparation of 2-amino-5-(4-methyl-4H-r 1,2,41 triazol-3-yl-sulphanyl)-N-(4-methoxymethyl- 
thiazol-2-yl) benzamide 

1 H-NMR(CD30D) delta =3.40 (3H, s), 3.72 (3H, s), 4.46 (2H, s), 6.80 (1H, d, J = 8.8 Hz), 7.00 
(1H, s), 7.39 (1H, dd, J = 2.0 Hz, 8.8 Hz), 7.99 (1H, d, J = 2.0 Hz), 8.5J (1H, s). 
FAB-MS(m/e)=377 (M+H)+. 

Production Example 63 



Preparation of 2-amino-5-(4,5-dimethyl-4H-[l,2,41 triazoK3-yl-sulphanyl)-N-(2-methyl-thiazol-4- 
yl) benzamide 

lH-NMR(CD30D) delta =2.42 (3H, s), 2.65 (3H, s), 3.67 (3H, s), 6.53 (1H, d, J = 11.2 Hz), 7.49 
(1H, s), 7.99 (1H, d, J = 7.6 Hz). 
FAB-MS(m/e)=379 (M+H)+. 
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Production Example 64 




Preparation of 2-amino-4-fluoro-5-(4-methyl-4H-f 1,2,4] triazole-3-yl-sulphanyl)-N-(2-methyl- 
thiazol-4-yI) bcnzamidc 

1 H-NMR(CD3 OD) delta -2.65 (3H, s), 3.77 (3H, s), 6.54 (1H, d, J = 11.2 Hz), 7.49 (1H, s), 8.00 
(1H, d, J -8.0 Hz), 8.49 (1H, s). 
FAB-MS(m/e)=365 (M+H). 

Production Example 65 



Preparation of 2-amino-5-(4-methyl-4H-n,2,41 triazol-3-yl-sulphanyl)-N-(5-methyl one \ 1,3,41 
thiadiazol-2-yl) henzamide 

1 H-NMR(CD30D) delta "2.68 (3H, s), 3.71 (3H, s), 6.80 (1H, d, J - 8.4 Hz), 7.39 (1H, dd, J - 2.0, 
8.4 Hz), 8.06 (1H, d, J = 2.0 Hz), 8.51 (1H, s). 
FAB-MS(m/e)=348 (M+H)+. 

Production Example 66 



Preparation of 2-amino-5-(4-isopropyl-4H-n ,2,41 triazol-3-yl-sulphanyl)-N-(4-metbyl-thiazol-2- 
yl) bcnzamidc 

lH-NMR(CDCi3) 5 : 1.47 (6H, d, J = 6.8 Hz), 233 (3H, s), 4.62 (1H, sep, J = 6.8 Hz), 6.00 (2H, br), 
6.55 (1H, s), 6.69 (1H, d, J - 8.4 Hz), 7.44 (1H, dd, J = 1.6, 8.4 Hz), 7.96 (1H, d, J - 1.6 Hz), 8.26 
(1H, s). 

FAB-MS(m/e)=375 (M+H)+. 
Production Example 67 
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Preparation of 2-amino-5-(4-tert-butyl-4II-[l ,2,4] triazol-3-yl-sulphanyl)-N-(4-metbyl-thiazol-2- 
yl) benzamidc 

lH-NMR(CDCI 3 ) 5 : 1.74 (9H, s), 2.32 (3H, s), 5.98 (2H, br), 6.53 (1H, s), 6.70 (1H, d, J = 8.8 Hz), 
7.48 (1H, d, J = 8.8 Hz), 7.94 (1H, s), 8.22 (1H, s). 
FAB-MS(m/e)-389 (M+H)+. 

Production Example 68 




Preparation of 3 -amino-6-(l -methyl- lII-imidazol-2-yl-sulphanyl)-pyridine-2-carboxylic acid- 
thiazol-2-yl-amide 

^-NM^CDC^) 5 : 3.75 (3H, s), 5.94 (2H, br, s), 6.95-7.05 (3H, m), 7.21 (1H, br, s), 7-28 (1H, br, 
s), 7.51 (1H, d, J -3.9 Hz). 
FAB-MS(m/c)=333 (M+H)+. 

Production Example 69 




Preparation of 3-amino-6-(l -methyl- 1 1 1-imidazol-2-yl-sulphanyl)-pyridine-2-carboxylic acid-(4- 
methyl-thiazol-2-yl)-amide 

^H-NMR(CDCl3) 5 : 2.39 (3H, s), 3.73 (3H, s), 5.93 (2H, br, s), 6.56 (1H, s), 6.91-7.00 (2H, m), 
7.16 (1H, br, s), 7.24 (1H, br, s). 
FAB-MS(m/c)=347 (M+H)+. 

Production Example 70 
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Preparation of 2-amino-5~thiocyanate-N-(4-methyl-thiazol>2-yI) benzamide 

1 H-NMR(CD30D) delta =2.32 (3H, s), 6.63 (1H, s), 6.87 (1H, d, J = 8.8 Hz), 7.47 (1H, dd, J = 2.0, 

8.8 Hz), 8.08(111, d, J = 2.0IIz). 

FAB-MS(m/e)=291 (M+H)+. 

Production Example 71 



Preparation of 2-amino-5-trifluoromethyl sulphanyl-N-(4-methyl-thiazol-2-yl) benzamide 
TH-NMRCCDC^) 6 : 2.06 (3H, s), 6.58 (1H, s), 7.54 (1H, t, J = 8.0 Hz), 7.86 (1H, d, J = 8.0 Hz), 
7.99 (1H, d, J = 8.0 Hz), 8.20 (1H, s). 
FAB-MS(m/e)=3 1 9 (M+H)+. 

Production Example 72 



Preparation of 2-amino-5-(2-methoxy-phenyl sulphanyl)-N-(4-methyI-thiazol-2-yl) benzamide 
1 H-NMR<CDC13) delta =2.26-2.33 (3H, m), 3.90 (3H, s), 5.94 (1H, br), 6.52 (1H, d, J = 1.0 Hz), 
6.72-6.86 (4H, m), 7.09-7.15 (1H, m), 7.41 (1H, dd, J = 2.0, 8.5 Hz), 7.69 (1H, s). 
FAB-MS(m/c)=372 (M+H)+. 

Production Example 73 



Preparation of 2-amino-4-fluoro-5-(4-methyl-4H-ri,2,41 triazol-3-yl-sulphanyQ-N-(4- 
ethoxycarbonyl-thiazol-2-yl) benzamide 

] H-NMR (DMSO-d 6 ) 5 : 1.31 (3H, t, J = 7.0 Hz), 3.64 (3H, s), 4.29 (2H, q, J = 7.0 Hz), 6.65 (1H, d, 
J H _ F =11.6 Hz), 7.29 (2H, brs), 8.09 (1H, s), 8.34 (1H, s), 8.57 (1H, s). 
FAB-MS(m/e)=423 (M+H). 
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Production Example 74 




,OH 



Preparation of 2-amino-4-fluoro-5-(4-methyl-4H-n ,2,41 triazol-3-yl-sulphanyl)-N-(4-carboxyl- 
thiazol-2-yl) bcnzamidc 

1 II-NMR(CDCl 3 ) 5 : 3.81 (311, s), 6.62 (III, d, J H _ F -11.0 Hz), 8.00 (111., s), 8.21 (III, d, J H . F 
=4.8 Hz), 8.57 (1H, s). 
FAB-MS(m/e)=395 (M+H). 

Production Example 75 



Preparation of 2-amino-5-(l-methyl-lII-imidazol-2-^ 
benzamide 

1 H-NMR(CDCl3) 5 : 3.45 (3H, s), 3.70 (3H, s), 4.47 (2H, s) 3 5.82-5.86 (2H, brs), 6.64 (1H, d, J- 8.8 
Hz), 6.87 (1H, s), 6.96 (1H, s), 7.06 (1H, s), 7.37 (1H, dd, J = 1.6 Hz, 8.8 Hz), 7.88 (1H, d, J = 1.6 
Hz). 

FAB-MS(m/e)=376 (M+H)+. 



Preparation of 2-amino-5-(4-methyl-4H-ri,2,41 triazoI-3-yI-sulphanyl)-N-thiazolo [5,4-bl pyridine- 
2-yI-bcnzamidc 

] II-NMR (DMSO-d 6 ) 8 : 3.59 (311, s), 6.80 (III, d, J = 8.8 IIz), 7.30 (III, d, J = 8.8 Hz), 7.47 (III, 
br), 8.07 (1H, br), 8.16 (1H, s), 8.44 (1H, d, J = 4.8 Hz), 8.57 (1H, s). 
FAB-MS(m/e)=384 (M+H)+. 

Production Example 77 




Production Example 76 
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Preparation of 2-ammo-5-(l -methyl- HI-imidazol-2-yl-sulphanyl)-N-thia2oIo r5,4-b] pyridine-2-yl- 
benzamide 

lH-NMR(CD30D) delta =6.79 (1H, d, J - 8.8 Hz), 7.07 (1H, br), 7.24 (1H, br), 7.32 (1H, dd, J = 
2.0, 8.8 Hz), 7.49 (1H, dt, J = 4.8, 8.0 Hz), 8.02 (1H, d, J = 2.0 Hz), 8.10 (1H, d, J = 8.0 Hz), 8.43 
(1H, d, J = 4.8 Hz). 
FAB-MS(m/e)=383 (M+H)+. 

Production Example 78 



Preparation of 2-amino-4H fluoro-5-(4-mcthyl-4H-n,2,41 triazol-3-yl-sulphanyl>N-thiazolo [5,4- 
b] pyridine-2-yl-benzamide 

^H-NMR (DMSO-d 6 ) 5 : 3.62 (3H, s), 6.64 (1H, d, J = 12.0 Hz), 7.47 (1H, br), 8.05 (1H, br), 8.33 
(1H, d, J = 8.7 Hz), 8.44 (1H, br), 8.55 (1H, s). 
FAB-MS(m/e)=402 (M+H)+. 

Production Example 79 



Preparation of 2-amino-5-(4,5-dimethyl-4H-f 1,2,4] triazol-3-yl>sulphanyl)-N-(4-methoxymethyl- 
thiazol-2-yl) benzamide 

H-NMR(CD30D) delta =2.41 (3H, s), 3.39(3H, s), 3.61 (3H, s), 4.45 (2H, s), 6.77 (1H, d, J = 8.8 
Hz), 6.98 (1H, s), 7.36 (1H, dd, J = 2.4Hz, 8.8 Hz), 7.97 (1H, d, J = 2.4 Hz). 
FAB-MS(m/e)=391 (M+H)+. 

Production Example 80 
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Preparation of 2-amino-4-fluoro-5-(4,5-dimethyI-4H-[l,2,41 triazol-3-yl-su.lphanyl)-N-(4- 
mcthoxymcthyl-thiazol-2-yl) bcnzamidc 

! II-NMR (DMSO-d 6 ) 8 : 3.14 (311, s), 3.60 (311, s), 4.38 (211, s), 6.61 (III, d, J = 12 IIz), 7.06 (III, 
s), 7.18-7.30 (2H, brs), 8.24 (1H, d, J = 8.0 Hz), 8.54 (1H, s). 
KAB-MS(m/e)=395 (M+H)+. 

Production Example 81 



Preparation of 2-amino-4-fluoro-5-(l -methyl- lH-iniidazol-2-yl-sulphanyl)-N-(4-niethoxymetbyl- 
thiazoi-2-yl) henzamide 

1 H-NMR(CDCl3) 5 : 3.42 (3H, s), 3.76 (3H, s), 4.44 (2H, s), 6.08-6.18 (2H, brs), 6.35 (1H, d, J = 
10.4 Hz), 6.84 (1H, s), 6.93 (1H, s), 7.02(1H, s), 8.05 (1H, d, J = 7.6 Hz). 
FAB-MS(m/e)=394 (M+H)+. 

Production Example 82 



Preparation of 2-amino-4-fluoro-5-(4,5-dimethyl-4H-ri,2 > 41 triazol-3-yI-sulphanyl)-N-(4- 
methoxymethyl-thiazol-2-yl) benzamide 

^I-NMF^CDCls) 8 : 2.40 (311, s), 3.40 (311, s), 3.59 (311, s), 4.41 (211, s), 6.20-6.28 (211, brs), 6.30 
(1H, d, J = 10.8 Hz), 6.80 (1H, s), 8.10 (1H, d, J = 7.6 Hz). 
FAB-MS(m/e)=409 (M+H)+. 

Production Example 83 



Preparation of 2-amino-5-( tbiazol-2-yl-sulphanyl)-N-(4-methoxymethyl-thiazol-2-yl) benzamide 
iH-NMR^DC^) 8 : 3.43 (3H, s), 4.45 (2H, S), 6.24-6.30 (2H, brs), 6.51 (1H, d, J = 10.8 Hz), 6.88 
(1H, s), 7.19 (1H, d, J = 2.0 Hz), 7.65 (1H, d, J = 2.0 Hz), 7.92 (1H, d, J = 6.8 Hz). 
FAB-MS(m/e)=397 (M+H)+. 
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Production Example 84 




Preparation of 2-amino-5-( thiazol-2-yl-sulphanylVN-thiazolo f5,4-bl pyridine-2-yl-benzamide 
1 H-NMR(CD30D) delta =6.92 (1H, d, J = 8.4 Hz), 7.40 (1H, d, J = 3.6 Hz), 7.45-7.49 (1H, m), 7.53 
(1H, d, J = 8.4 Hz), 7.63 (1H, d, J = 3.6 Hz), 8.08 (1H, d, J = 8.0 Hz), 8.22 (1H, s), 8.43 (1H, d, J = 
4.8 Hz). 

FAB-MS(m/e)=386 (M+H)+. 
Production Example 85 




Preparation of 2-amino-5-(2-methoxy-5-methyi-phenoxyV^ 
benzamide 

To methylene chloride solution (100 ml) of 5-fluoro-2-nitro- benzoic acid 7.84 g (42.4 mmol), three 
drops of N,N-dimethylformamide and oxalyl chloride 4.07 ml (46.6 mmol) were added dropwise 
under ice cooling, and on completion of the dropwise addition, the reaction liquor was stirred at room 
temperature for one hour. The reaction liquor was concentrated under vacuum, and acid chloride was 
obtained as a colourless oily substance. 

Triethylamine 7.00 ml (50.8 mmol) were added to methylene chloride solution (50 ml) of 2- 
aminothiazole 5.80 g (50.8 mmol), and thereafter, methylene chloride solution of previously 
obtained acid chloride (30 ml) was added dropwise under ice cooling, and on completion of the 
dropwise addition, the reaction liquor was stirred at room temperature overnight. IN-hydrochloric 
acid aqueous solution was added to the reaction liquor and was extracted with chloroform, and the 
organic layer was washed with water, saturated aqueous sodium bicarbonate solution, saturated aqueous 
sodium chloride solution and was dried, and was concentrated under reduced pressure. The obtained 
residue was purified using silica gel column chromatography (hcxanc : ethyl acetate = 2:1) (and 
amide body 7.20 g (60 % = yield) were obtained as straw-coloured solid. 
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Potassium carbonate 982 mg (7.11 mmol) and 2-mcthoxy-5-mcthylphcnol 982 mg (7.11 mmol) 
were added to N,N-dimethylformamide solution (10 ml) of the obtained amide body 200 mg (0.71 
mmol), and the reaction liquor was stirred at 100°C for 12 hours. The reaction liquor was 
concentrated under vacuum and the obtained residue was purified using silica gel column 
chromatography (hexane - ethyl acetate ester -2-1) and nitro body 278 mg (98 % - yield) were 
obtained as yellow solid. 

Iron powder 2.0 g were added to mixed solution of isopropanol (5 ml) of the obtained nitro body 247 
mg (0.62 mmol) and saturated ammonium chloride aqueous solution (0.5 ml) and were heated under 
reflux for 30 minutes. 

The reaction liquor was filtered with cellite, and thereafter concentrated under reduced pressure, and 
ethyl acetate and water were added to the residue, and the organic layer was washed with water, 
saturated aqueous sodium chloride solution, and after drying, it was concentrated under reduced 
pressure. The obtained residue was purified using silica gel column chromatography (hcxanc = ethyl 
acetate ester =2=1) and the title compound 191 mg (84 % = yield) were obtained as straw-coloured 
solid. 

^H-NMR(CDCl3) 5 : 2.24 (3H, s), 2.32 (3H, s), 3.84 (3H, s), 5.46 (1H, br), 6.52 (1H, d, J = 1.0 Hz), 
6.66 (1H, s), 6.74 (1H, d, J = 8.9 Hz), 6.88 (2H, s), 7.06 (1H, dd, J = 2.6, 8.9 Hz), 7.11 (1H, d, J = 
2.6 Hz). 

ESI-MS(m/e)=370 (M+H)+. 

In the same way as in the aforesaid Production Example 83, compound of Production Example 84 to 
Production Example 117 was obtained. 

Production Example 86 



Preparation of 2-amino-5-phenoxy-N-thiazol-2-yl-benzamide 

^-NMI^CDC^) 5 : 5.53 (2H, br), 6.76 (1H, d, J = 8.9 Hz), 6.83-6.87 (3H, m), 7.01 (1H, t, J = 7.3 
IIz), 7.08 (III, dd, J = 2.3, 8.9 Hz), 7.25-7.29 (311, m), 7.32 (III, d, J = 2.3 Hz), 11.61 (111, br). 
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FAB-MS(m/e)=312 (M+H)+. 



Production Example 87 




Preparation of 2-aniino-5-(4-bronio-phenoxy)-N-thiazol-2-yl-benzamide 

^H-NMR(CDCl3) 5 : 5.60 (2H, br), 6.75-6.82 (3H, m), 6.96 (1H, d, J - 2.6 Hz), 7.06 (1H, dd, J = 
2.6, 8.3 Hz), 7.37-7.84 (4H, m). 
FAB-MS(m/e)=392 (M+H)+. 

Production Example 88 



Preparation of 2-amino-5-phenoxy-N-(4-hydroxymethyi-thiazol-2-yl) benzamide 
iH-NMRfCDC^) 5 : 4.38 (2H, d, J = 5.2 Hz), 5.14 (1H, t, J = 5.2 Hz), 5.53 (2H, br), 6.76 (1H, d, J 
- 8.9 Hz), 6.83-6.87 (2H, m), 7.01 (1H, t, J - 7.3 Hz), 7.08 (1H, dd, J - 2.3, 8.9 Hz), 7.25-7.29 
(3H, m), 7.32 (1H, d, J = 2.3 Hz), 11.61 (1H, br). 
FAB-MS(m/e)=342 (M+H)+. 

Production Example 89 



Preparation of 2-amino-5-( pyridine-4-yl-oxyVN-(4-methyI-thiazol-2-yl) benzamide 
1 H-NMR(CD30D) delta =2.32 (3H, d, J = 1.0 Hz), 6.44 (1H, s), 6.55 (2H, d, J = 7.6 Hz), 6.92 (1H, 
d, J = 8.9 Hz), 7.38 (1H, dd, J = 2.7, 8.9 Hz), 7.87 (1H, d, J = 2.7 Hz), 8.03 (1H, d, J = 7.6 Hz). 
FAB-MS(m/e)=327 (M+H)+. 

Production Example 90 
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Preparation of 2-amino-5-(2-methyl-pyridine"5-yl-oxy)-N-(4-methyl-thiazol-2-yl) benzamide 
1 H-NMR(CD30D) delta =2.29 (3H, d, J = 1.0 Hz), 2.47 (3H, s), 6.62 (1H, d, J = 1.0 Hz), 6.85 (1H, 
d, J = 8.9 Hz), 7.04 (HI, dd, J = 2.7, 8.9 Hz), 7.21-7.28 (211, m), 7.48 (III, d, J - 2.7 Hz), 8.10 (III, 
d, J = 2.6 Hz). 

FAB-MS(m/e>=341 (M+H)+. 
Production Example 91 



Preparation of 2-amino-5-(3-methyl-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 
^-NMRtCDC^) 8 : 2.32 (6H, s), 6.53 (3H, d, J = 1.0 Hz), 6.71-6.77 (3H, m), 6.86-6.89 (1H, m), 
7.08 (1H, dd, J = 2.7, 8.9 Hz), 7.16-7.21 (2H, m). 
FAB-MS(m!e)=340 (M+H)+. 

Production Example 92 



Preparation of 2-amino-5-phenoxy-N-{4-r2-(3,5-dimethyl-pyrazol-l-yl)-ethyll-thiazol-2-yl) 
benzamide 

^-NM^CDC^) 5 : 1.99 (3H, s), 2.22 (3H, s), 3.09 (2H, m), 4.21 (2H, m), 5.70 (1H, s), 6.43 (1H, 
s), 6.76 (III, d, J = 9.0 Hz), 6.92 (III, br. d, J = 7.5 Hz), 7.08 (211, m), 7.22 (111, br, s), 7.25-7.38 
(2H, m). 

FAB-MS(m/e)=434 (M+H)+. 
Production Example 93 



Preparation of 2-amino-5-(4-fluoro-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 
] H-NMR(CDC1 3 ) 5 : 2.14 (3H, s), 5.53 (2H, s), 6.51 (1H, s), 6.75 (1H, d, J = 9.2 Hz), 6.78-6.83 
(2H, m), 6.93-6.97 (2H, m), 7.03-7.06 (2H, m). 
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FAB-MS(m/e)=344 (M+H)+. 



Production Example 94 




Preparation of 2-amino-3,5-diphenoxy)-N-(4-methyl-thiazol-2-yl) benzamidc 

^-NM^CDC^) 5 : 2.31 (3H, d, J = 0.9 Hz), 6.53 (1H, d, J = 0.9 Hz), 6.76 (1H, d, J = 2.4 Hz), 6.88 

(2H, dd, J = 1.0, 7.7 Hz), 6.91-7.38 (9H, m). 

FAB-MS(m/e)=418 (M+H)+. 

Production Example 95 



Preparation of 2-amino-5-(2-methoxy-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamidc 
lH-NMR(CDCl3) 8 : 2.25-2.27 (3H, m), 3.86 (3H, s), 6.51 (1H, s), 6.73 (1H, d, J = 9.2 Hz), 6.80- 
6.90 (2H, m), 7.04-7.10 (4H, m). 
FAB-MS(m/e)=356 (M+H)+. 

Production Example 96 



Preparation of 2-amino-5-(2-hydroxy-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 
^-NMRCCDC^) 5 : 2.27 (3H, s), 5.53 (1H, br), 6.52 (1H, s), 6.18-6.21 (3H, m), 6.94-7.06 (3H, 
m), 7.14 (1H, s). 
FAB-MS(m/e)=342 (M+H)+. 

Production Example 97 
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Preparation of 2-amino-5-(2,4-difluoro-phcnoxy)-N-(4-mcthyl-thiazol-2-yl) benzamide 
hl-NMRCCDC^) 8 : 2.15 (311, s), 5.51 (III, br), 6.51 (III, d, J = 1.0 Hz), 6.71-6.93 (411, m), 7.00- 
7.09 (2H, m). 

FAB-MS(m/e)=362 (M+H)+. 



Production Example 98 




Preparation of 2~amino-5-(2-hydroxymethyl-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 
1 H-NMR(xCDC13) delta =2.20 (3H, d, J = 1.0 Hz), 4.73 (2H, s), 6.49 (1H, d, J = 1.0 Hz), 6.67 (1H, 
dd, J - 1.1, 8.1 IIz), 6.72 (HI, d, J = 8.9 Hz), 7.01-7.16 (311, m), 7.10 (III, d, J = 2.6 IIz), 7.39 (III, 
dd, J= 1.6,7.5 Hz). 
FAB-MS(m/e)=356 (M+H)+. 



Production Example 99 




Preparation of 2-amino-5-(2-acetyl-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 
TH-NMR^DC^) 5 : 2.16 (3H, s), 2.61 (3H, s), 5.63 (2H, brs), 6.50) IH, s) 5 6.72 (1H, d, J = 8.4 Hz), 
6.78 (III, d, J = 8.4 IIz), 7.04-7.11 (211, m), 7.20 (III, s), 7.27-7.37 (III, m), 7.79 (III, dd, J = 7.7, 
1.8 Hz). 

FAB-MS(m/e)=368 (M+H). 



Production Example 100 




Preparation of 2-amino-5-r2-(l-hydroxy-ethyl)-phenoxy1-N-(4-methyl-thiazol-2-yl) benzamide 



©Rising Sun Communications Ltd. 



WO03/080585 Al 

Caution : Post-Edited Machine Translation 



75 



lH-NMR(CDCl 3 ) 5 : 1.56 (3H, d, J = 6.6 Hz), 2.27 (3H, s), 4.59 (2H, brs), 5.21 (1H, q, J = 6.6 Hz), 
6.52 (1H, s), 6.71 (1H, d, J = 8.6 Hz), 6.75 (1H, d, J = 8.6 Hz), 7.04-7.11 (2H, m), 7.14-7.18 (1H, 
m), 7.21 (III, d, J = 2.9 Hz), 7.50 (III, d, J = 7.3 Hz). 
FAB-MS(m/e)=370 (M+H). 

Production Example 101 



Preparation of 2-amino-5-(2-carboxv-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 

1 II-NMR (DMSO-d 6 ) 8 : 2.25 (311, s), 6.73 (III, s), 6.81 (III, d, J = 8.9 IIz), 6.82 (III, d, J = 7.6 

Hz), 7.00 (1H, dd, J = 2.6, 8.9 Hz), 7.07-7.12 (1H, m), 7.39-7.42 (1H, m), 7.62 (1H, d, J = 2.6 Hz), 

7.71 (1H, d, J =7.6 Hz). 

FAB-MS(m/e)-370 (M+H)+. 

Production Example 102 



Preparation of 2-amino-5-(2,6-dimethoxy-phenoxy)-N-(4-memyt-thiazol-2-yl) benzamide 

1 H-NMR(CDCl3) 8 : 2.33 (3H, d, .1=1.1 Hz), 3.80 (6H, s), 6.52 (1H, d, J = 1.0 Hz), 6.65-6.71 (3H, 

m), 6.98-7.02 (2H, m), 7.11-7.18 (1H, m). 

FAB-MS(m/e)=386 (M+H)+. 

Production Example 103 



Preparation of 2-amino-5-(2,6-dihydroxy-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 
] H-NMR(CDCl3) 6 : 2.30 (3H, s), 6.47-6.50 (1H, m), 6.49 (1H, s), 6.54-6.58 (3H, m), 6.94-7.03 
(2H, m). 

FAB-MS(m/e)=358 (M+H)+. 
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Production Example 104 



Preparation of 2-amino-5-(2-methy1 sulphanyl-phenoxy)-N-(4-methy1-thiazol-2-y1) henzamide 
lH-NMR(CDCL 3 ) 5 : 2.26 (3H, d, J- 1.0 Hz), 2.46 (3H, s), 6.51 (1H, d, J - 1.0 Hz), 6.74 (1H, d, J - 
9.4 Hz), 6.75 (1H, d, J=9.2 Hz), 7.05-7.11 (4H, m), 7.23-7.26 (1H, m). 
FAB-MS(m/e)=372 (M+II)+. 

Production Example 105 



Preparation of 2-amino-5-phenoxy-N-(4-methoxymethyl-thiazol-2-yl) benzamide 
*H-NMR(CDCl3) 5 : 3.34 (3H, s), 4.24 (2H, s), 5.50-5.70 (2H, brs), 6.75 (1H, d, J = 8.4 Hz), 6.84 
(2H, d, J = 7.6 Hz), 7.01 (1H, t, J = 7.6 Hz), 7.06-7.09 (2H, m), 7.25 (2H, t, J = 7.6 Hz), 10.4- 
1 0.5(1 H, brs). 

FAB-MS(nVe)-356 (M+H)+. 
Production Example 106 



Preparation of 2-amino-5-phenoxy -N-thiazolo r5,4-b] pyridin-2-yl benzamide 
^-NMRCCDCF}) 5 : 6.79 (1H, d, J = 8.8 Hz), 6.83 (2H, d, J = 8.8 Hz), 7.04 (1H, t, J = 8.8 Hz), 7.10 
(1H, dd, J = 2.4, 8.8 Hz), 7.26-7.30 (3H, m), 7.31 (1 H, dt, J = 4.8, 8.0 Hz), 7.76 (1H, d, J = 8.0 Hz), 
8.49 (1H, d } J -4.8 Hz). 
FAB-MS(m/c)=363 (M+H)+. 

Production Example 107 



Preparation of 2-amino-5-phenoxy-N-r4-(l -methyl- lH-imidazol-2-yl-sulphanyl methyl)-thiazol-2- 
yl] benzamide 
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lH-NMR(CDCl 3 ) 5 : 3.40 (3H, s), 4.15 (2H, s) ? 6.55 (1H, s), 6.75 (1H, d, J = 8.8 Hz), 6.87 (1H, s), 
6.91 (2H, d, J = 7.2 Hz), 7.03-7.1 1 (3H, m), 7.25 (1H, dd, J = 2.8Hz, 8.8 Hz), 7.30 (2H, t, J = 7.2 
Hz). 

FAB-MS(m/e)=438 (M+H)+. 
Production Example 108 



Preparation of 2-amino-5-(4-fluoro-2-methoxv-phenoxy)-N-(4-methyl-thiazol-2-yl) benzamide 
1 H-NM K(CDCl3) 5 : 2.31 (3H, d, J = 1.0 Hz), 3.84 (3H, s), 6.53 (1H, d, J = 1.0 Hz), 6.56-6.63 (1H, 
m), 6.73 (1H, d, J = 8.8 Hz), 6.74 (1H, d, J = 10.0 Hz), 6.84 (1H, dd, J = 5.7, 8.8 Hz), 7.03 (1H, dd, J 
= 2.6, 8.8 Hz), 7.06 (1H, d, J = 2.6H2). 
FAB-MS(m/e)=374 (M+II)+. 

Production Example 109 



Preparation of 2-amino-3-phenoxy-5-(2-methyl sulphanyl-phenoxy)-N-(4-methyl-thiazol-2-yl) 
benzamide 

lH-NMR(CDCl 3 ) 8 : 2.27 (3H, s), 2.43 (3H, s), 6.53 (1H, s), 6.72-6.75 (1H, m), 6.77 (1H, d, J = 2.5 
Hz), 6.90 (1H, d, J - 2.5 Hz), 7.03-7.07 (4H, m), 7.11-7.23 (2H, m), 7.33-7.38 (2H, m). 
FAB-MS(m!c)=464 (M+H)+. 

Production Example 110 



Preparation of 2-amino-5-(2-N,N-dimethylaminomethyl-phenoxy)-N-(4-methyl-thiazol-2-yl) 
benzamide 
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* H-NMR(CD30D) delta =2.30 (3H, s), 2.56 (6H, s), 3.97 (2H, s), 6.63 (1H, s), 6.79-6.88 (2H, m), 
7.02-7.11 (2H, m), 7.26-7.32 (1H, m), 7.43 (1H, d, J = 7.5 Hz), 7.48 (1H, s). 
FAB-MS(m!e)=383 (M+II)+. 



Production Example 111 

Preparation of 2-amino-5-phenoxy-N-r4-(4-methyl-4H-[ 1,2,4] triazol-2-yl-sulphanyl methyl)- 
thiazol-2-yll benzamide 

1h-NMR(CDC13) 5 : 3.45 (3H, s), 4,39 (2H, s), 5.50-5.70 (2H, brs), 6.76 (1H, d, J = 8.8 Hz), 6.82 
(1H, s), 6.92 (2H, d, J = 7.6 Hz), 7.06-7.11 (2H, m), 7.20 (1H, d, J = 2.4 Hz), 7.31 (2H, t, J = 7.6 
Hz), 8.09 (1H, s), 9.70-9.90 (1H, brs). 
FAB-MS(m/c)=439 (M+H)+. 



Production Example 112 




Preparation of 2-amino-5-(4-fluoro-2-methyl sulphanyl-phenoxy)-N-(4-methyl-thiazol-2-yl) 
benzamide 

^-NMRCCDC^) 8 : 2.18-2.23 (3H, m), 2.42 (3H, s), 6.51 (1H, d, J - 0.9 Hz), 6.68-6.77 (3H, m), 
6.84-6.93 (1H, m), 7.04 (1H, dd, J - 2.2, 8.6 Hz), 7.10 (1H, d, J = 2.2 Hz). 
KAB-MS(m/e)=390 (M+H)+. 



Production Example 113 




Preparation of 2-amino-5-(4-tluoro-2-methylsulfonyl-pheDOxy)-N-(4-methyl-thiazol-2-yl) 
benzamide 

lH-NMR(CDCl3) 5 : 2.18 (3H, s), 3.27 (3H, s), 5.69 (1H, br), 6.50 (1H, s), 6.75 (1H, d, J = 8.9 Hz), 
6.81 (1H, dd, J = 4.0, 8.9 Hz), 7.06 (1H, dd, J = 2.4, 8.9 Hz), 7.13-7.22 (1H, m), 7.31 (1H, d, J = 2.4 
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Hz), 7.73 (1H, dd, J = 3.0, 7.3 Hz). 
FAB-MS(m/c)=422 (M+H)+. 



Production Example 114 




3^ 



Preparation of 2-amino-5-(4-fluoro-2-methyl sulphinyl-phenoxy) -N-(4-methyl-thiazol-2-yl) 
benzamide 

lH-NMR(CDCl 3 ) 5 : 2.28-2.34 (3H, m), 2.67 (3H, s), 6.54 (1H, s), 6.68-6.80 (2H, m), 7.01-7.09 
(2H, m), 7.28 (1H, d, J = 2.7 Hz), 7.63-7.70 (1H, m). 
FAB-MS(m/e)=406 (M+H)+. 

Production Example 115 



Preparation of 2-amino-5-(2-methylsulfonyl-phenoxy)-N-(2-methyl-thiazol-4-yl) benzamide 
*H-NMR(CDCl3) 5 : 2.62 (3H, s), 3.33 (3H, s), 5.60 (2H, brs), 6.77 (1H, d, J = 8,8 Hz), 6.85 (1H, d, 
J = 8.1 Hz), 7.09 (1H, dd, J = 8.8, 2.6 Hz), 7.20 (1H, dd, J = 7.7, 7.7 Hz), 7.31 (1H, d, J = 2.6 Hz), 
7.50 (1H, ddd, J = 8.1, 7.7, 1.6 Hz), 7.53 (1H, s), 8.05 (1 H, dd, J = 7.7, 1.6 Hz), 8.86 (1H, brs). 
FAB-MS(m/e)=404 (M+H)+. 

Production Example 116 



Preparation of 2-ammo-5-(2-methyl sulphinyl-phenoxy)-N-(2-methyl-thiazol-4-yl) benzamide 
^-NMRCCDCls) 8 : 2.64 (3H, s), 2.90 (3H, s), 5.57 (2H, brs), 6.71 (1H, d, J = 8, IHz), 6.76 (1H, d, 
J = 8.8 Hz), 7.02 (1H, dd, J = 8.8, 2.6 Hz), 7.24 (1H, d, J = 2.6 Hz), 7.29 (1H, dd, J = 7.7, 7.7 Hz), 
7.37 (1H, ddd, J = 8.1, 7.7, 1.7 Hz), 7.54 (1H, s), 7.92 (1H, dd, J = 7.7, 1.7 Hz), 8.73 (1H, brs). 
FAB-MS(m/e)=388 (M+H)+. 
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Production Example 117 



Preparation of 2-amino-3-phenoxy-5-(2-mcthylsulfonyI-phenoxy)-N-(4-methyl-thiazol-2-yI) 
benzamide 

^H-NMR(CDCl3) 5 : 2.33 (3H, s), 3.28 (3H, s), 6.54 (1H, s), 6.81 (1H, d, J - 2.4 Hz), 6.86 (1H, d, J 
= 7.8 Hz), 7.05 (2H, d, J = 8.2 Hz), 7.16-7.22 (2H, m), 7.19 (1H, d, J - 2.4 Hz), 7.37 (2H, t, J = 8.2 
Hz), 7.50 (1H, dt, J = 1.4, 7.8 Hz), 8.04 (1H, dd, J = 1.4, 7.9 Hz). 
FAB-MS(m/e)-496 (M+H)+. 

Possible Application in Industry 

Novel amino benzamide derivative or a pharmacologically acceptable salt thereof represented by 
formula (1) in accordance with this invention has glucokinase activation action and is useful to 
therapy and/or preventions of for example diabetes mellitus, preventions of complication of diabetes 
mellitus such as for example diabetic nephropathy, diabetic retinopathy, diabetic neurosis or diabetic 
arteriosclerosis or the like. 

Patent Claims 

(1) A compound or the pharmacologically acceptable salts thereof represented by formula (1) 

R 2 ^X 2 ^NH 2 N — J 
(I) 

(wherein,. R 1 denotes -S(0)p-A, -S-(0)q-B or -OD (wherein p and q may be the same or different, 
and denote an integer of 0 to 2, and A denotes CI -CIO alkyl group of the straight chain which may 
be substituted by R 10 . B and D each independently denote the R 12 which may be substituted by R 10 , 
and R 2 denotes straight or branched chain C1-C6 alkyl group which may be substituted by hydrogen 
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atom, halogen atom or R in . XI and X2 each independently denote N or CH. (wherein XI and X2 
docs not simultaneously comprise N). Formula (II) 



denotes a monocyclic or bicyclic heteroaryl group having nitrogen atom adjacent to the carbon atom 
bonded to amide group(said heteroaiyl group may be substituted by R 10 ), (wherein R 10 denotes R n or 
a hydrocarbon group which may be substituted by R u , and R n denotes a hydrogen atom, amino 
group, carbamoyl group, carbamoyl amino group, carbamoyloxy group, carboxyl group, cyano group, 
sulphamoyl group, tri flu orom ethyl group, halogen atom, hydroxy group, formyl group, straight chain 
C1-C6 alkyl group, cyclic C3-C9 hydrocarbon group, aralkyl group, N-aralkyl amino group, N,N- 
diaralkyl amino group, aralkyloxy group, aralkyl carbonyl group, N-aralkyl carbamoyl group, aryl 
group, arylthio group, N-arylamino group, aryloxy group, aryl sulphonyl group, aryl sulphonyloxy 
group, N-arylsulfonylamino group, aryl sulphamoyl group, N-aryl carbamoyl group, aroyl group, 
aroxy group, C2-C6 alkanoyl group, N-C2-C6 alkanoyl amino group, CI -C6 alkylthio group, N-Cl- 
C6 alkyl sulphamoyl group, N,N-di-Cl-C6 alkyl sulphamoyl group, C1-C6 alkyl sulphinyl group, Cl- 
C6 alkylsulfonyl group, N-C1-C6 alkylsulfonyl amino group, C1-C6 alkoxy group, C1-C6 alkylamino 
group or C1-C6 alkoxycarbonyl group, and R 12 denotes phenyl group, naphthyl group, isoxazolyl 
group, isothiazolyl group, imidazolyl group, oxazolyl group, thiazolyl group, thiadiazolyl group, 
thienyl group, triazolyl group, tetrazolyl group, pyridyl group, pyrazinyl group, pyrimidinyl group, 
pyridazinyl group, pyrazolyl group, pyrrolyl group, pyranyl group, furyl group, furazanyl group, 
imidazolidinyl group, tetrahydrofuranyl group, piperazinyl group, piperidinyl group, pyrrolidinyl 
group, morpholino group, isoquinolyl group, isoindolyl group, indolyl group, ethylenedioxy phenyl 
group, methylenedioxyphenyl group, quinolyl group, pyrido thiazolyl group, dihydroindolyl group, 
tetrahydroquinolinyl group, tetrahydroiso quinolinyl group, benzimidazolyl group, benzoxazolyl 
group, benzothiazolyl group, benzotriazolyl group or benzofuranyl group).]. 

(2) A compound in accordance with Claim 1, wherein R 10 of A denotes R ni or the hydrocarbon 
group which may be substituted by R 1U , R 12 of B denotes phenyl group, isothiazolyl group, imidazolyl 
group, oxazolyl group, thiazolyl group, thiadiazolyl group, thienyl group, triazolyl group, tetrazolyl 
group, pyridyl group, pyrimidinyl group, furyl group, ethylenedioxy phenyl group, 
methylenedioxyphenyl group, pyrido thiazolyl group, benzimidazolyl group, benzothiazolyl group or 
benzotriazolyl group which may be substituted by R 10 , and also R 10 of B denotes R m or the 
hydrocarbon group which may be substituted by R in , R 12 of D denotes phenyl group, naphthyl group, 




do 
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pyridyl group, pyrazinyl group, pyrimidinyl group, ethylenedioxy phenyl group, 
mcthylcncdioxyphcnyl group or quinolyl group which may be substituted by R 10 , and R 10 of D 
denotes R 111 or hydrocarbon group which may be substituted by R m , and R 10 of R 2 denotes R m or 
the hydrocarbon group which may substitute by R m , and R 10 of the heteroaryl group represented by 
formula (II) is R 112 or, the hydrocarbon group which may be substituted by R 112 , and heteroaryl group 
of formula (II) is thiazolyl group, imidazolyl group, isothiazolyl group, 1,2,4-thiadiazolyl group, 
1,3,4-thiadiazolyl group, triazolyl group, oxazolyl group, isoxazolyl group, pyrazinyl group, pyridyl 
group, pyrimidinyl group, pyrido thiazolyl group or benzothiazolyl group, and R 1M is hydrogen atom, 
carbamoyloxy group, carboxyl group, cyano group, trifluoromethyl group, halogen atom, hydroxy 
group, C1-C6 alkyl group of straight chain, cyclic saturated C3-C9 hydrocarbon group, aralkyl group, 
aryl group, arylthio group, aroyl group, aroxy group, C1-C6 alkyl group of straight chain, C1-C6 
alkylthio group, CI -C6 alkylsulfonyl group, CI -C6 alkoxy group or C1-C6 alkoxycarbonyl group, 
and R 112 is hydrogen atom, carbamoyl group, carboxyl group, sulphamoyl group, trifluoromethyl 
group, halogen atom, hydroxy group, aralkyl group, aryl group, arylthio group, aryl sulphonyl group, 
aroyl group, aroxy group, C1-C6 alkylthio group, C1-C6 alkyl sulphinyl group, C1-C6 alkylsulfonyl 
group, C1-C6 alkoxy group, C1-C6 alkoxycarbonyl group or C3-C6 cycloalkyl oxy group. 

(3) A compound in accordance with Claim 1, wherein R 10 of A is R m or the hydrocarbon group 
which may be substituted by R M3 , R 12 of B is phenyl group, imidazolyl group, oxazolyl group, 
thiazolyl group, thiadiazolyl group, triazolyl group, tetrazolyl group, pyridyl group, pyrimidinyl 
group, ethylenedioxy phenyl group, raethylenedioxyphenyl group or pyrido thiazolyl group which 
may be substituted by R 10 , R 10 of B is R 113 or the hydrocarbon group which may be substituted by 
R 113 . R 12 of D is phenyl group, naphthyl group, pyridyl group, ethylenedioxy phenyl group or 
methylenedioxyphenyl group which may be substituted by R lti . R 10 of D is the hydrocarbon group 
which R 113 or may be substituted by R 113 . RIO of R 2 is the hydrocarbon group which may substitute 
R 113 or by R 113 . R 113 is hydrogen atom, carboxyl group, trifluoromethyl group, halogen atom, 
hydroxy group, C1-C6 alkyl group of straight chain, cyclic saturated C3-9 hydrocarbon group, C1-C6 
alkoxy group, C1-C6 alkoxycarbonyl group, C1-C6 alkylthio group or C1-C6 alkylsulfonyl group, 
and R 10 of heteroaryl group of formula (II) is the hydrocarbon group which R 112 or may be substituted 
by R 11 2, heteroaryl group of formula (II) is thiazolyl group, imidazolyl group, isothiazolyl group, 
1,2,4-thiadiazolyl group, 1,3,4-thiadiazolyl group, triazolyl group, oxazolyl group, isoxazolyl group, 
pyrazinyl group, pyridyl group, pyrimidinyl group, pyrido thiazolyl group or benzothiazolyl group. 
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(4) A compound in accordance with Claim 1, wherein R 10 of A is the hydrocarbon group which R m 
or may be substituted by R 113 . R 12 of B is phenyl group, imidazolyl group, oxazolyl group, thiazolyl 
group, thiadiazolyl group, triazolyl group, pyridyl group, pyrimidinyl group, ethylenedioxy phenyl 
group, methylenedioxyphenyl group or pyrido thiazolyl group which may be substituted by RIO. R 10 
of B is the hydrocarbon group which R 113 or may be substituted by R 113 . R 12 of D is phenyl group, 
naphthyl group, pyridyl group, ethylenedioxy phenyl group or methylenedioxyphenyl group which 
may be substituted by R 10 . R 10 of D is R 113 or the hydrocarbon group which may be substituted by 
R 113 . R 10 of R 2 is R 113 or the hydrocarbon group which may substitute by R 113 . R 113 is hydrogen atom, 
carboxyl group, trifluoromethyl group, halogen atom, hydroxy group, straight chain CI-C6 alkyl 
group, cyclic saturated C3-C9 hydrocarbon group, C1-C6 alkoxy group, C1-C6 alkoxycarbonyl 
group, C1-C6 alkylthio group or CI -C6 alkylsulfonyl group, and R 10 of formula (II) is R 114 or the 
hydrocarbon group which may be substituted by R 114 . R 114 is hydrogen atom, carboxyl group, 
trifluoromethyl group, halogen atom, hydroxy group, aryl group, arylthio group, straight chain Cl- 
C6 alkyl group, CI -C6 alkylthio group, C1-C6 alkoxy group or C1-C6 alkoxycarbonyl group. 

(5) A compound in accordance with Claim 4, wherein R 1 in formula (1) is -S(0)p-A or -S-(O) q-B. 

(6) A compound in accordance with Claim 4, wherein R 1 in formula (1) is -O-D. 

(7) A compound in accordance with Claim 3, wherein XI and X2 in formula (1) are both CH. 

(8) A compound in accordance with Claim 3, wherein either one of XI and X2 in formula (1) is 
nitrogen atom. 

(9) A compound in accordance with Claim 4, wherein XI and X2 in formula (1) are both CH. 

(10) A compound in accordance with Claim 4, wherein either one of XI and X2 in formula (1) is 
nitrogen atom. 

(11) A glucokinasc activator, wherein the effective ingredient comprises a compound in accordance 
with any of Claims 1 to 10. 

(12) A therapeutic agent and/or preventative agent of diabetes mellitus, wherein the effective 
ingredient comprises a compound in accordance with any of Claims 1 to 1 0. 
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(13) A therapeutic agent and/or preventative agent of diabetes mcllitus or obesity, wherein the 
effective ingredient comprises a compound in accordance with any of Claims 1 to 10. 

(14) A therapeutic agent and/or preventative agent of obesity, wherein the effective ingredient 
comprises a compound in accordance with an as either of Claims 1 to 10. 
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